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mental disorders including 



(57) Abstract: The present invention relates to novel compounds of the Formula (I): which act as MCH 
receptor antagonists. These compositions are useful in pharmaceutical compositions whose u 
eludes prophylaxis or treatment of improving memory function, sleeping and arousal, anxiety, depres- 
sion, mood disorders, seizure, obesity, diabetes, appetite and eating disorders, cardiovascular disease, 
hypertension, dyslipidemia, myocardial infarction, binge eating disorders including bulimia, anorexia, 
aanic depression, schizophrenia, delirium, dementia, stress, cognitive disorders, attention deficit disor- 



► der, substance abuse disorders and dyskinesias including Parkinson's disease, epilepsy, and addiction. 
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DESCRIPTION 

NOVEL QTJINOLINE, TETRAHYDROQUWAZOLINE, AND PYRIMIDINE 
DERIVATIVES AND METHODS OF TREATMENT RELATED 
TO THE USE THEREOF 

5 

FIELD OF THE INVENTION 

The present invention relates to compounds which act as antagonists for MCH receptors and 
to the use of these compounds in pharmaceutical compositions. 

10 BACKGROUND OF THE INVENTION 

Melanin Concentrating Hormone (MCH), a cyclic peptide, has heen identified as the 
endogenous ligand of the orphan G-protein coupled receptor SLC-1 . See, for example, Shimomura 
et al., Biochem. Biophys. Res. Commun. 261, 622-26 (1999). Studies have indicated that MCH acts 
as a neurotransmitter/neuromodulator to alter a number of behavioral responses such as feeding habits. 

1 5 For example, injection of MCH into rats has been reported to increase their consumption of food. 
Reports indicate that genetically engineered mice which lack MCH show lower body weight and 
increased metabolism. See Saito et al., TEM, vol. 1 1, 299 (2000). As such, the literature suggests that 
discovery of MCH antagonists that interact with SCL-1 expressing cells will be useful in developing 
obesity treatments. See Shimomura et al., Biochem. Biophys. Res. Commun. 261, 622-26 (1999). 

20 G protein-coupled receptors (GPCRs) share a common structural motif. All these receptors 

have seven sequences of between 22 to 24 hydrophobic amino acids that form seven alpha helices, 
each of which spans the membrane. The fourth and fifth transmembrane helices are joined on the 
extracellular side of the membrane by a strand of amino acids that forms a relatively large loop. 
Another larger loop, composed primarily of hydrophilic amino acids, joins transmembrane helices 

25 five and six on the intracellular side of the membrane. The carboxy terminus of the receptor lies 
intracellularly, and the amino terminus lies in the extracellular space. It is thought that the loop joining 
helices five and six, as well as the carboxy terminus, interact with the G protein. Currently, Gq, Gs, 
Gi, and Go are G proteins that have been identified as possible proteins that interact with the receptor. 
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Under physiological conditions, GPCRs exist in the cell membrane in equilibrium between 
two different states or conformations: an "inactive" state and an "active" state. A receptor in an 
inactive state is unable to link to the intracellular transduction pathway to produce a biological 
response. Changing the receptor conformation to the active state allows linkage to the transduction 
5 pathway and produces a biological response. 

A receptor may be stabilized in an active state by an endogenous ligand or an exogenous 
agonist ligand. Recent discoveries, including but not exclusively limited to, modifications to the 
amino acid sequence of the receptor, provide alternative mechanisms other than ligands to stabilize the 
active state conformation. These approaches effectively stabilize the receptor in an active state by 

1 0 simulating the effect of a ligand binding to the receptor. Stabilization by such ligand-independent 
approaches is termed "constitutive receptor activation." In contrast, antagonists can competitively 
bind to the receptor at the same site as agonists, but do not activate the intracellular response initiated 
by the active form of the receptor, and therefore inhibit the intracellular responses by agonists. 

Certain 2-aminoquinazoline derivatives have been reported to be NPY antagonists which are 

1 5 said to be effective in the treatment of disorders and diseases associated with the NPY receptor 

subtype Y5 . See PCT Patent Application 97/20823 . Quinazoline derivatives have also been found to 
be useful by enhancing antitumor activity. See PCT Patent Application 92/07844. And also the 
quinoline derivatives which have an antagonist activity for MCH receptor are known in these patents, 
WO03/070244, WO03/105850, WO03/45313, WO03/045920, and WO04/04726. 

20 Recently, our current knowledge of human obesity has advanced dramatically. Previously, 

obesity was viewed as an oppugnant behavior of inappropriate eating in the setting of appealing foods. 
Studies of animal models of obesity, biochemical alterations in both humans and animals, and the 
complex interactions of psychosocial and cultural factors that create receptiveness to human obesity 
indicate that this disease in humans is multifaceted and deeply entrenched in biologic systems. Thus, 

25 it is almost certain that obesity has multiple causes and that there are different types of obesity. Not 
only does MCHR1 antagonist have potent and durable anti-obesity effects in rodents, it has surprising 
antidepressant and anxiolytic properties as well (Borowsky et al., Nature Medicine, 8, 825-830, 2002). 
MCHR1 antagonists have been reported to show antidepressant and anxiolytic activities in rodent 
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models such as social interaction, forced swimming test and ultrasonic vocalization. These findings 
indicate that MCHR1 antagonists could be useful for treatment of obesity patients with multiple 
causes. Moreover, MCHR1 antagonists could be used to treat subjects not only with obesity, but also 
those with depression and anxiety. These advantages make it different from NPY receptor antagonists, 
5 with which anxiogenic-like activity can be expected, as NPY itself has anxiolytic-like effect. 

Obesity is also regarded as a chronic disease and the possibly of long-term treatment is a 
concept that is receiving more attention. In this context, it is noteworthy that the depletion of MCH 
leads to hypophagia as well as leanness (Shimada et al., Nature, 396, 670-674, 1998). By contrast, 
NPY (Erickson et al., Nature, 381, 415-418, 1996), as well as the Yl (Pedrazzini et al, Nature 

10 Medicine, 4, 722-726, 1998) and Y5 receptors (Marsh et al., Nature Medicine, 4, 718-721, 1998), 
disrupted mice maintained a stable body weight or rather became obese. Considering the above 
reports, MCHR1 antagonists can be more attractive than Yl or Y5 receptor antagonists in terms of 
long-term treatment of obese patients. 

Obesity, which is the result of an imbalance between caloric intake and energy expenditure, is 

1 5 highly correlated with insulin resistance and diabetes in experimental animals and human. However, the 
molecular mechanisms that are involved in obesity-diabetes syndromes are not clear. During early 
development of obesity, increase insulin secretion balances insulin resistance and protects patients from 
hyperglycemia (Le Stunff, et al. Diabetes 43, 696-702 (1989)). However, after several decades, [3 cell 
function deteriorates and non-insulin-dependent diabetes develops in about 20% of the obese population 

20 (Pederson, P. Diab. Metab. Rev. 5, 505-509 (1989)) and (Brancati, F. L., et al., Arch. Intern. Med. 159, 
957-963 (1 999)). Given its high prevalence in modern societies, obesity has thus become the leading risk 
factor for MDDM (Hill, J. O., et al., Science 280, 1371-1374 (1998)). However, the factors which 
predispose a fraction of patients to alteration of insulin secretion in response to fat accumulation remain 
unknown. 

25 Whether someone is classified as overweight or obese is generally determined on the basis of 

their body mass index (BMI) which is calculated by dividing body weight (kg) by height squared (m 2 ). 
Thus, the units of BMI are kg/nr and it is possible to calculate the BMI range associated with 
minimum mortality in each decade of life. Overweight is defined as a BMI in the range 25-30 kg/m 2 , 
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and obesity as a BMI greater than 30 kg/m 2 (see TABLE below). There are problems with this 
definition in that it does not take into account the proportion of body mass that is muscle in relation to 
fat (adipose tissue). To account for this, obesity can also be defined on the basis of body fat content: 
greater than 25% and 30% in males and females, respectively. 

5 



CLASSIFICATION OF WEIGHT BY 
BODY MASS INDEX (BMI) 



BMI 


CLASSIFICATION 


< 18.5 


Underweight 


18.5-24.9 


Normal 


25.0-29.9 


Overweight 


30.0-34.9 


Obesity (Class I) 


35.0-39.9 


Obesity (Class II) 


>40 


Extreme Obesity (Class Iff) 



As the BMI increases there is an increased risk of death from a variety of causes that is 
1 0 independent of other risk factors. The most common diseases with obesity are cardiovascular disease 
(particularly hypertension), diabetes (obesity aggravates the development of diabetes), gall bladder 
disease (particularly cancer) and diseases of reproduction. Research has shown that even a modest 
reduction in body weight can correspond to a significant reduction in the risk of developing coronary 
heart disease. 

1 5 Compounds marketed as anti-obesity agents include Orlistat (XENICAL™) and Sibutramine. 

Orlistat (a lipase inhibitor) inhibits fat absorption directly and tends to produce a high incidence of 
unpleasant (though relatively harmless) side-effects such as diarrhea. Sibutramine (a mixed 
5-HT/noradrenaline reuptake inhibitor) can increase blood pressure and heart rate in some patients. 
The serotonin releaser/reuptake inhibitors fenfluramine (Pondimin™) and dexfenfluramine 

20 (Redux™) have been reported to decrease food intake and body weight over a prolonged period 
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(greater than 6 months). However, both products were withdrawn after reports of preliminary 
evidence of heart valve abnormalities associated with their use. Accordingly, there is a need for the 
development of a safer anti-obesity agent 

Obesity considerably increases the risk of developing cardiovascular diseases as well. 
5 Coronary insufficiency, atheromatous disease, and cardiac insufficiency are at the forefront of the 
cardiovascular complication induced by obesity. It is estimated that if the entire population had an 
ideal weight, the risk of coronary insufficiency would decrease by 25% and the risk of cardiac 
insufficiency and of cerebral vascular accidents by 35%. The incidence of coronary diseases is 
doubled in subjects less than 50 years of age who are 30% overweight. The diabetes patient faces a 

10 30% reduced lifespan. After age 45, people with diabetes are about three times more likely than 
people without diabetes to have significant heart disease and up to five times more likely to have a 
stroke. These findings emphasize the inter-relations between risks factors for NEDDM and coronary 
heart disease and the potential value of an integrated approach to the prevention of these conditions 
based on the prevention of these conditions based on the prevention of obesity (Perry, I. J., et al., BMJ 

15 310,560-564(1995)). 

An increasing number of children and adolescents are overweight. Although not all 
overweight children will necessarily become overweight adults, the growing occurrence of obesity in 
childhood is likely to be reflected in increasing obesity in adult years. The high prevalence of obesity 
in our adult population and the likelihood that the nation of the future will be even more obese 

20 demands a re-examination of the health implications of this disease. See, Health Implications of 
Obesity. NIH Consens. Statement Online 1985 Feb 11-13; 5(9):l-7. 

"Clinical obesity" is a measurement of the excess body fat relative to lean body mass and is 
defined as a body weight more than 20% above the ideal body weight. Recent estimates suggest that 
1 in 2 adults in the United States is clinically obese, an increase of more than 25% over the past 

25 decades. Flegal M.D. et al., 22 Int. J. Obes. Relat. Metab. Disor. 39 (1998). Both overweight 

conditions and clinical obesity are a major health concerns worldwide, in particular because clinical 
obesity is often accompanied by numerous complications, i.e., hypertension and Type II diabetes, 
which in turn can cause coronary artery disease, stroke, late-stage complications of diabetes and 
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premature death. (See, e.g., Nishina P.M. et al., 43 Metab. 554 (1994)). 

Although the etiologic mechanisms underlying obesity require further clarification, the net 
effect of such mechanisms leads to an imbalance between energy intake and expenditure. Both genetic 
and environmental factors are likely to be involved in the pathogenesis of obesity. These include 
5 excess caloric intake, decreased physical activity, and metabolic and endocrine abnormalities. 

Treatment of overweight conditions and clinical obesity via pharmaceutical agents are not 
only of importance with respect to the conditions themselves, but also with respect to the possibility 
of preventing other diseases that are associated with, e.g., clinical obesity, as well as enhancement of 
the positive feeling of "self ' that often accompanies those who are overweight or clinically obese and 
10 who encounter a significant reduction in body weight. Given the foregoing discussion, it is apparent 
that compounds which help in the treatment of such disorders would be useful and would provide an 
advance in both research and clinical medicine. The present invention is directed to these, as well as 
other, important ends. 

15 SUMMARY OF THE INVENTION 

The present invention is drawn to compounds, which bind to and modulate the activity of a 
GPCR referred to herein as MCH, and uses thereof. The term MCH, as used herein, includes the 
human sequences found in GeneBank accession number NM_005297, naturally-occurring allelic 
variants, mammalian orthologs, biologically active fragments and recombinant mutants thereof. 
20 One aspect of the present invention relates to certain substituted heterocyclic compounds 

represented by Formula (I): 

(I) 



25 



wherein Q is: 
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R] is selected from the group consisting of: 
(i) Cm6 alkyl, and 

C1.16 alkyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•0X0, 

•Ci_5 alkoxy, 

•Ci_ 5 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 

••carbocyclic aryl, 

••heterocyclyl, and 

••heterocyclyl substituted by Ci_ 5 alkyl, 
•C]. 5 alkylcarbonyloxy, 
•carbocyclyloxy, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 

••halogen, 

■ -hydroxy, 

oe carboxy, 

"carbamoyl, 

••nitro, 

••cyano, 
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••amino, 

••carbocyclic aryl, 

^carbocyclic aryl substituted by Cu alkoxy, 
"Cm alkoxy, 

°°Cu 5 alkoxy substituted by halogen, 
•°Ci. 5 alkyl, and 

"C x . 5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 

•••halogen, 

•••hydroxy, 

•••carboxy, 

•••oxo, 

•♦•mono-Ci.5 alkylamino, 
•••di-Ci_ 5 alkylamino, 

•••mono-Ci.5 alkylamino substituted by carbocyclic aryl, 
•••di-Ci.5 alkylamino substituted by carbocyclic aryl, 
•••mono-Ci.5 alkylamino substituted by halogenated 
carbocyclic aryl, 

•••di-Ci_ 5 alkylamino substituted by halogenated carbocyclic 
aryl, 

•••carbocyclic arylcarbonylamino, and 
•••carbocyclic arylcarbonylamino substituted by halogen, 
•heterocyclyloxy, 

e heterocyclyloxy substituted by substituent(s) independently selected from 
the group consisting of: 

"•halogen, 

••hydroxy, 

••carboxy, 
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••carbamoyl, 

O *nitro, 

ot >cyano, 
oo amino, 

"carbocyclic aryl, 

•-carbocyclic aryl substituted by Ci_ 5 alkoxy, 
"Ci_ 5 alkoxy, 

oo Ci. 5 alkoxy substituted by substituent(s) independently selected 
from the group consisting of: 

•••halogen, 

•••hydroxy, and 

•••carboxy, 
••C1.5 alkyl, and 

••Ci_s alkyl substituted by substituent(s) independently selected from 
the group consisting of: 



•••hydroxy, and 
•••carboxy, 

•substituted heterocyclyl-ethylideneaminooxy, 
•Ci. 5 alkoxycarbonyl, 

•C1.5 alkoxycarbonyl substituted by carbocyclic aryl, 
•mono-Ci.5 alkylaminocarbonyl, 
•di-Ci.5 alkylaminocarbonyl, 
"mono-Cu alkylamino, 

°mono-Ci_ 5 alkylamino substituted by substituent(s) independently selected 
from the group consisting of: 
••cyano, 

••carbocyclic aryl, and 
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••heterocyclyl, 
•di-Ci_ 5 alkylamino, 

°di-Ci- 5 alkylamino substituted by substituent(s) independently selected from 
the group consisting of: 
"cyano, 

"carbocyclic aryl, and 
"heterocyclyl, 
e mono-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by substituent(s) independently 
selected from the group consisting of: 

"halogen, 

"hydroxy, 

••carboxy, 

"carbamoyl, 

••nitro, 

••cyano, 

••amino, 

••carbocyclic aryl, 

••carbocyclic aryl substituted by Ci_ 5 alkoxy, 
♦•Ci-5 alkoxy, 

••Ci-5 alkoxy substituted by substituent(s) independently selected 
from the group consisting of: 



—hydroxy, and 
^•carboxy, 
°°Ci. 5 alkyl, and 

"Cj.s alkyl substituted by substituent(s) independently selected from 
the group consisting of: 
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""hydroxy, and 
°°°carboxy, 
°di-carbocyclic arylamino, 

-di-carbocyclic arylamino substituted by substiruent(s) independently 
selected from the group consisting of: 

•"halogen, 

3 "hydroxy, 

••carboxy, 

"carbamoyl, 

••nitro, 

••cyano, 

••amino, 

••carbocyclic aryl, 

••carbocyclic aryl substituted by Ci_ 5 alkoxy, 
••Ci-5 alkoxy, 

••Ci. 5 alkoxy substituted by substituent(s) independently selected 
from the group consisting of: 



•••hydroxy, and 
—carboxy, 
••Ci-5 alkyl, and 

••Cj-5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 

"""halogen, 

""•hydroxy, and 

•••carboxy, 
•mono-heterocyclylamino, 
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•mono-heterocyclylamino substituted by substituent(s) independently 
selected from the group consisting of: 



°°hydroxy 5 

••carboxy, 

"carbamoyl, 

"•nitro, 

-cyano, 

••amino, 

••carbocyclic aryl, 

••carbocyclic aryl substituted by C\. s alkoxy, 
••C1.5 alkoxy, 

••C1-5 alkoxy substituted by substituent(s) independently selected 
from the group consisting of: 

•••halogen, 

•••hydroxy, and 

•♦•carboxy, 
••C1-5 alkyl, and 

"C1-5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 
•••halogen, 
•••hydroxy, and 
•••carboxy, 
•di-heterocyclylamino, 

•di-heterocyclylamino substituted by substituent(s) independently selected 
from the group consisting of: 



♦•hydroxy, 
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••carboxy, 
"•carbamoyl, 

o "nitro, 
oe cyano, 
"•amino, 

oo carbocyclic aryl, 

e •carbocyclic aryl substituted by C]. 5 alkoxy, 
•*Ci-5 alkoxy, 

••Ci-5 alkoxy substituted by substituent(s) independently selected 
from the group consisting of: 

•••halogen. 

•••hydroxy, and 

•••carboxy, 
••Ci_5 alkyl, and 

••Ci_5 alkyl substinited by substituent(s) independently selected from 
the group consisting of: 
—halogen, 
•••hydroxy, and 
•••carboxy, 
•Q-j alkylcarbonylamino, 

•Ci-5 alkylcarbonylamino substituted by substituent(s) independently 
selected from the group consisting of: 

••Cm alkylcarbonylamino, 

••carbocyclic arylcarbonylamino, and 

"heterocyclyl, 
B Ci- 5 alkoxycarbonylamino, 
•carbocyclic arylcarbonylamino, 
•heterocyclyl carbonylamino, 
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•carbocyclic arylsulfonylamino, 

•carbocyclic arylsulfonylamino substituted by substituent(s) independently 
selected from the group consisting of: 

°°nitro, 

»C,. 5 alkyl, 

ee mono-Ci. 5 alkylamino, and 
° 8 di-Ci. 5 alkylamino, 
•C1.5 alkylthio, 

•Ci_ 5 alkylthio substituted by substituent(s) independently selected from the 
group consisting of: 

••mono-carbocyclic arylaminocarbonyl, 

••mono-carbocyclic arylaminocarbonyl substituted by halogen, 

••di-carbocyclic arylaminocarbonyl, 

■•di-carbocyclic arylaminocarbonyl substituted by halogen, 

••mono-carbocyclic arylamino, 

••mono-carbocyclic arylamino substituted by halogen, 

••di-carbocyclic arylamino, 

••di-carbocyclic arylamino substituted by halogen, 

••carbocyclic aryl, and 

••carbocyclic aryl substituted by substituent(s) independently 
selected from the group consisting of: 

•••halogen, and 

—Cm alkoxy, 
"carbocyclic arylthio, 

'carbocyclic arylthio substituted by substituent(s) independently selected 
from the group consisting of: 



••Cm alkyl, and 
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"Ci_ 5 alkyl substituted by halogen, 
^carbocyclic arylsulfinyl, 

'carbocyclic arylsulfinyl substituted by substituent(s) independently selected 
from the group consisting of: 

^halogen, 

• c Ci. 5 alkyl, and 

••Ci_5 alkyl substituted by halogen, 
•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by substituent(s) independently 
selected from the group consisting of: 

••halogen, 

••Ci-5 alkyl, and 

"Ci_s alkyl substituted by halogen, 
•heterocyclylthio, 

•heterocyclylthio substituted by substituent(s) independently selected from 
the group consisting of: 

••nitro, and 

••d_ 5 alkyl, 
•C 3 .6 cycloalkyl, 

•C3.6 cycloalkyl substituted by C 1.5 alkyl, 
•C3.6 cycloalkyl substituted by carbocyclic aryl, 
•C 3 . 6 cycloalkenyl, 
•carbocyclyl, 

•carbocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

° "halogen, 

••C1.5 alkyl, 

••C1.5 alkoxy, 
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••C2-5 alkenyl, and 

"C2-5 alkenyl substituted by substituent(s) independently selected 
from the group consisting of: 
°° s carbocyclic aryl, and 

•♦•carbocyclic aryl substituted by C1.5 alkylsulfinyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 



••hydroxy, 

••carboxy, 

-carbamoyl, 

••cyano, 

••nitro, 

••amino, 

"Ci_ 5 alkylcarbonylamino, 
••C3.6 cycloalkylcarbonylamino, 
"d.s alkyl, 

••C1.5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 

•••halogen, 

•••hydroxy, 

•••carboxy, 

•••carbamoyl, 

°*-oxo, 

"^carbocyclic aryl, 
•••heterocyclyl, 

•••mono-carbocyclic arylamino, 
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•••di-carbocyclic arylamino, 

•••mono-carbocyclic arylamino substituted by substituent(s) 
independently selected -from the group consisting of: 



"**nitro, 

««C M alkyl, 

••••Cm alkoxy, and 

••••Cj.s alkoxy substituted by halogen, 
•••di-carbocyclic arylamino substituted by substituent(s) 
independently selected from the group consisting of: 

••••halogen, 

••••nitro, 

■■■•Cm alkyl, 

••••Cm alkoxy, and 

••••C1-5 alkoxy substituted by halogen, 

••C 2 .s alkenyl, 
••Cm alkoxy, 

••Cm alkoxy substituted by substituent(s) independently selected 
from the group consisting of: 

•••halogen, and 

•••carbocyclic aryl, 
••carbocyclic aryloxy, 
••Cm alkoxycarbonyl, 
••Cm alkylcarbonyloxy, 
oc mono-Ci. 5 alkylamino, 
oe di-Ci. 5 alkylamino, 
••mono-carbocyclic arylamino, 
••mono-carbocyclic arylamino substituted by halogen, 
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"di-carbocyclic arylamino, 

*«di-carbocyclic arylamino substituted by halogen, 

°°mono-carbocyclic arylaminocarbonyl., 

• mono-carbocyclic arylaminocarbonyl substituted by substituent(s) 
selected from the group consisting of: 

°°°halogen, 

••mitro, 

•••Cm alkyl, 

•••Ci-5 alkoxy, and 

•••Ci_5 alkoxy substituted by halogen, 
•■di-carbocyclic arylaminocarbonyl, 

••di-carbocyclic arylaminocarbonyl substituted by substituent(s) 
selected from the group consisting of: 

•••halogen, 

•••nitro, 

-■Cm alkyl, 

•••Ci„ 5 alkoxy, and 

•••Cj.5 alkoxy substituted by halogen, 
••mercapto, 
"Ci„ 5 alkylthio, 

••C1.5 alkylthio substituted by halogen, 
••C1.5 alkylsulfonyl, 
"C 3 ^ cycloalkyl, 
"•carbocyclic aryl, and 
""heterocyclyl, 
•meterocycly], and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
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••halogen, 

e "hydroxy, 

°°carboxy, 

"carbamoyl, 

°°cyano, 

o »nitro, 

"•amino, 

"C us alkyl, 

•*Ci. 5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 

•••halogen, 

—hydroxy, 

— carboxy, and 

•••carbamoyl, 
••Ci_5 alkyl substituted by carbocyclic aryl, 
••C1-5 alkoxy, 

••Ci-5 alkoxy substituted by halogen, 

"C].5 alkoxy substituted by carbocyclic aryl, 

••carbocyclic aryl, and 

••carbocyclic aryl substituted by halogen, 
(ii) C 2 -s alkenyl, and 

C 2 -s alkenyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

°oxo, 

«Cu5 alkoxy, 

•C1.5 alkoxy substituted by carbocyclic aryl, 
•carbocyclic aryl, 
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•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

°°halogen, 
""hydroxy, 
"nitro, 
~C W alkyl, 

••Cm alkyl substituted by halogen, 
••C1-5 alkoxy, and 

••Ci-5 alkoxy substituted by halogen, 
•heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

••hydroxy, 

••nitro, 

••Ci_5 alkyl, and 
••C1.5 alkoxy, 

(iii) C 2 -5 alkynyl, and 

C 2 - 5 alkynyl substituted by carbocyclic aryl, 

(iv) C3-12 cycloalkyl, and 

C3-12 cycloalkyl substituted by snbstituent(s) independently selected from the 
group consisting of: 
•C,_5 alkyl, 

•Ci_5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

""hydroxy, 

•'oxo, and 

••carbocyclic aryl, 
•mono-Ci„ 5 alkylamino, 
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•mono-Ci.5 alkylamino substituted by carbocyclic aryl, 
•di-Ci-s alkylamino, 

"di-Ci.s alkylamino substituted by carbocyclic aryl, 
-carbocyclic arylcarbonylamino, 
•carbocyclic aryl, and 

"carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

"halogen, 

"Ci_ 5 alkoxy, 

••Ci-s alkyl, and 

••Ci_5 alkyl substituted by halogen, 

(v) C 3 -6 cycloalkenyl, and 

C3-6 cycloalkenyl substituted by Ci. s alkyl, 

(vi) carbocyclyl, and 

carbocyclyl substituted by substitutent(s) independently selected from the 
group consisting of: 
'hydroxy, and 
•nitro, 

(vii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•cyano, 

-nitro, 

•Cmo alkyl, 

•C].]o alkyl substituted by substituent(s) independently selected from the 
group consisting of: 
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••halogen, 

-hydroxy, 
-carboxy. 
-carbamoyl, 
•®oxo, 

oo Ci. 5 alkoxy, 
••carbocyclic aryloxy, 
oo mono-Ci. 5 alkylamino-N-oxy, 
••di-C^s alkylamino-N-oxy, 
••mono-Ci_ 5 alkylamino, 
••di-Ci.5 alkylamino, 

••mono-Ci-5 alkylamino substituted by carbocyclic aryl, 
"di-Ci_ 5 alkylamino substituted by carbocyclic aryl, 
••mono-carbocyclic arylamino, 
••di-carbocyclic arylamino, 
••carbocyclylimino, 

••carbocyclylimino substituted by carbocyclic aryl, 
••mono-carbocyclic arylamino, 
••di-carbocyclic arylamino, 

••mono-carbocyclic arylamino substituted by C w alkoxy, 
••di-carbocyclic arylamino substituted by C1.5 alkoxy, 
••mono-carbocyclic arylaminocarbonyl, 
••di-carbocyclic arylaminocarbonyl, 

••mono-carbocyclic arylaminocarbonyl substituted by C]. 5 alkoxy, 
-di-carbocyclic arylaminocarbonyl substituted by Ci_ 5 alkoxy, 
-carbocyclic aryl, 

"carbocyclic aryl substituted by substituent(s) independently 
selected from the group consisting of: 



WO 2004/087669 



PCT/JP2004/004624 



■23 



•••halogen, 

•••Cj.5 alkyl, and 

ooo Ci_ s alkyl substituted by halogen, 
°°heterocyclyl, and 

"•heterocyclyl substituted by C1.5 alkyl, 
•C 2 . s alkenyl, 

s C 2 -5 alkenyl substituted by carbocyclic aryl, 
s Ci_ 9 alkoxy, 

•Cj_ 9 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 

••hydroxy, 

••halogen, 

••carboxy, 

••mono-Ci_ 5 alkylamino, 
••di-Ci_ 5 alkylamino, 
••carbocyclic aryl, 
••halogenated carbocyclic aryl, 
••heterocyclyl, 

••heterocyclyl substituted by substituent(s) independently selected 
from the group consisting of: 

•••halogen, 

•••heterocyclyl, and 

•••heterocyclyl substituted by substituent(s) independently 
selected from the group consisting of: 

••••halogen, 

• o "Ci_5 alkyl, and 

••••C]. 5 alkyl substituted by halogen, 

•C2-5 alkenyloxy, 
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•C 3 . 6 cycloalkoxy, 
•C)„ 5 alkylcarbonyloxy, 

°carbocyclic aryloxy, 

°carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 

"•halogen, 

"•hydroxy, 

"•carboxy, 

••carbamoyl, 

••cyano, 

••nitro, 

♦•amino, 

••Ci_5 alkyl, 

••C!_ 5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 



•••hydroxy, 
•••carboxy, and 
•••carbamoyl, 
••Ci_5 alkoxy, and 

••C1.5 alkoxy substituted by halogen, 
•heterocyclyloxy, 

•heterocyclyloxy substituted by substituent(s) independently selected from 
the group consisting of: 

"halogen, 

•^hydroxy, 

••carboxy, 

••carbamoyl, 



WO 2004/087669 



PCT/JP2004/004624 



25 



••cyano, 

•^nitro, 
°°amino, 
••C M alkyl, 

••C1.5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 

•••halogen, 

•-hydroxy, 

•••carboxy, and 

•••carbamoyl, 
••Ci-5 alkoxy, and 

••C]. 5 alkoxy substituted by halogen, 
•(carbocyclic aryl)S(0) 2 0, 
•carboxy, 
•carbamoyl, 
•Ci-s alkoxycarbonyl, 
•mono-Ci.5 alkylaminocarbonyl, 
•di-Ci.5 alkylaminocarbonyl, 

•mono-Ci.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
•di-Ci.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
•mono-carbocyclic aiylaminocarbonyl, 
•di-carbocyclic arylaminocarbonyl, 

•mono-carbocyclic arylaminocarbonyl substituted by Ci_ 5 alkyl, 
•di-carbocyclic arylaminocarbonyl substituted by C 1o - alkyl, 
°amino, 

•mono-C]. 5 alkylamino, 
•di-Ci.5 alkylamino, 

•mono-C^ alkylamino substituted by cyano, 
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•di-Ci.5 alkylamino substituted by cyano, 
•mono-carbocyclic arylamino. 
°di-carbocyclic arylamino, 
°Ci_5 alkylcarbonylamino, 
•C 3 -6 cycloalkylcarbonylamino, 
°C 2 - 5 alkynylcarbonylamino, 

»C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 

•Ci.s alkoxycarbonylamino, 

•carbocyclic arylsulfonylamino. 

•carbocyclic arylsulfonylamino substituted by C]_ 5 alky], 

•(carbocyclic aryl)NHC(0)NH, 

•(carbocyclic aryI)NHC(0)NH substituted by C,. 5 alkoxy, 
•(carbocyclic aryl)NHC(0)NH substituted by haloganated C1.5 alkoxy, 
•carbocyclic aryl azo, 

•carbocyclic aryl azo substituted by mono-C^ alkylamino, 
•carbocyclic aryl azo substituted by di-Ci_ 5 alkylamino, 
•C1.5 alkylthio, 

•C1.5 alkylthio substituted by halogen, 
•carbocyclic arylthio, 

•carbocyclic arylthio substituted by substituent(s) independently selected 
from the group consisting of: 

••halogen, 

••nitro, 

••cyano, and 

«C M alkyl, 
°aminosulfonyl, 
•heterocyclylthio, 
•C1.5 aikylsulfonyl, 
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•mono-C^ alkylaminosulfonyl, 
•di-Ci.s alkylaminosulfonyl, 
"heterocyclylsulfonyl, 
•C 3 . 6 cycloalkyl, 

"C3.6 cycloalkyl substituted by C,. 5 alkyl, 
°carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 
"C1-7 alkyl, and 

"C1.7 alkyl substituted by halogen, 
•heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

"Ci-s alkyl, 

••carbocyclic aryl, and 

■•halogenated carbocyclic aryl, 
•Ci_ 5 alkoxycarbonyl substituted by carbocyclic aryl, and 
(viii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•carboxy, 

•carbamoyl, 

°cyano, 

°nitro, 

•amino, 

•Ci. 5 alkyl, 



PCT/JP2004/004624 



28 

•Cj_5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

oo halogen, 

•^hydroxy, 

•«carboxy, 

"•carbamoyl, 

••OXO, 

"C1.5 alkylcarbonyloxy, 

••carbocyclic arylcarbonylamino, 

••carbocyclic arylcarbonylamino substituted by halogen, 

••Ci-5 alkoxycarbonyl, 

••Ci-5 alkylthio, 

••Ci_5 alkylthio. substituted by carbocyclic aryl, 

••C1-5 alkylthio substituted by halogenated carbocyclic aryl, 

••carbocyclic aryl, 

••carbocyclic aryl substituted by substituent(s) independently 
selected from the group consisting of: 

•••halogen, and 

•••nitro, 
••heterocyclyl, and 

••hetefocyclyl substituted by substituent(s) independently selected 
from the group consisting of: 

•••halogen, 

•••C]. 5 alkyl, and 

•••Cj-5 alkyl substituted by halogen, 

°Ci„ 5 alkoxy, 

•Ci-s alkoxy substituted by halogen, 

•C1.5 alkoxy substituted by carbocyclic aryl, 
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•carbocyclic aryloxy, 

"carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 

"halogen, 

••nitro, 

De cyano, 

"hydroxy, 

ee carboxy, 

. ••carbamoyl, 

••amino, 

••d_5 alkyl, 

•*Ci-5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 



•••hydroxy, 

•••carboxy, and 

•••carbamoyl, 
••mono-Ci-s alkylamino, 
••di-Q. 5 alkylamino, 
••C1-5 alkylcarbonylamino, 
••C 3 -6 cycioalkycarbonylamino, 
••C1-5 alkoxy, 

••Ci-5 alkoxy substituted by halogen, 

"C 3 _6 cycloalkyl, 

"C2-5 alkenyl, 

-C 2 - 5 aIkynyl, 

••carboxy, 

••C1.5 alkoxycarbonyl, 



PCT/JP2004/004624 



30 

••mono-Ci.5 alkylaminocarbonyl, 
•»di-Ci. 5 alkylaminocarbonyl, 
"•mono-C 3 . 6 cycloaIkylaminocarbonyl, 
°-di-C M cycloalkylaminocarbonyl, 
••mono-Ci.5 alkylaminocarbonylamino, 
°°di-Ci. 5 alkylaminocarbonylamino, 
••mono-C 3 _ 6 cycloalkylaminocarbonylamino, 
••di-C 3 ^cycIoalkylaminocarbonylamino, 
"C]. 5 alkylthio, 

••Cj.5 alkylthio substituted by halogen, 
"Ci„ 5 alkylsulfinyl, 

"C1.5 alkylsulfinyl substituted by halogen, 
••Cj.5 alkylsulfonyl, and 
••C1.5 alkylsulfonyl substituted by halogen, 
•heterocyclyloxy, 

•heterocyclyloxy substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••nitro, 

••hydroxy, 

••carbbxy, 

••carbamoyl, 

••cyano, 

°«amino, 

-C,. 5 alkyl, 

c»C,. 5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 
—halogen, 
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•••hydroxy, 

"'carboxy, and 
oc °carbamoyl, 
°*Ci_ 5 alkoxy, and 

"C1-5 alkoxy substituted by halogen, 
o mono-C,. 3 alkylamino, 
e di-Ci. 5 alkylamino, 
•mono-carbocyclic arylamino, 
•mono-carbocyclic arylamino substituted by halogen, 
•Ci- 5 alkylcarbonylamino, 
•Ci_5 alkylthio, 
•C2-5 alkenylthio, 
•carbocyclic arylthio, 

•carbocyclic arylthio substituted by halogen, 
•carbocyclic arylthio substituted by C]_ 5 alkoxycarbonyl, 
•heterocyclylthio, 

•heterocyclylthio substituted by C]_ 5 alkyl, 

•Ci- 5 alkylsulfinyl, 

•Ci-s alkylsulfonyl, 

•carbocyclic arylsulfmyl, 

•carbocyclic arylsulfmyl substituted by halogen, 

•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by substituent(s) independently 
selected from the group consisting of: 



•°Ci. 5 alkoxy, 
••C1.5 alkyl, and 

••C1-5 alkyl substituted by halogen, 
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•C]_ 5 alkoxycarbonyl, 

•Ci_ 5 alkoxycarbonyl substituted by carbocyclic aryl, 
°carbocyclic aryl, 

°carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

'■•halogen, 

••nitro, 

"C,_ 5 alkyl, 

••C1.5 alkyl substituted by halogen, 
••Cj.s alkoxy, and 

••C1.5 alkoxy substituted by halogen, 
•heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, 

••Q.s alkyl, 

••C1.5 alkyl substituted by halogen, 
••C1.5 alkoxy, and 
••C1-5 alkoxycarbonyl; 



R 2 is selected from the group consisting of: 

hydrogen, halogen, hydroxy, carboxy, carbamoyl, amino, C1.5 alkyl, Ci_ 5 
alkyl substituted by halogen, Ci_ 5 alkyl substituted by hydroxy, C1.5 alkyl substituted 
by carboxy, C,_ 5 alkyl substituted by carbamoyl, C U5 alkoxy, Q.5 alkoxy substituted 
by halogen, -NHNH 2 , -NHNHBoc, -N(R 2a )(R 2 b), morpholino, 4-acetyl-piperazyl, or 
4-phenyl-piperazyl, 

wherein R 2a is hydrogen or C1.5 alkyl and R 2b is C1.5 alkyl, C3-6 cycloalkyl, or C1.5 alkyl 
substituted by substituent(s) independently selected from the group consisting of: 
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10 



•halogen, 

"hydroxy, 
°carboxy, 
"carbamoyl, 
•Ci_ 5 alkoxy, 
"amino, 
°-NHBoc, 
•C 3 _6 cycloalkyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

-Ci_5 alkyl, 

••C1.5 alkoxy, and 

••-S0 2 NH 2 , . 
•heterocyclyl, and 

C3.6 cycloalkyl, carbocyclic aryl, carbocyclic aryl substituted by substituent(s) 
independently selected from the group consisting of: 

•halogen, 

•C,. 5 alkyl, 

•C]_ 5 alkoxy, and 

•a group of Formula (V): 



wherein Boc is carbamic acid te/t-butyl ester and G is Ci_ 5 alkyl or Ci_ 5 alkyl 
substituted by substituent(s) independently selected from the group consisting of: 




(V) 



25 
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•carbocyclic aryl, 

°halogenated carbocyclic aryl, and 

°carbocyclic aryl substituted by Ci_ 5 alkoxy; 
orR.2 is methylamino or dimethylamino when Q is Formula (II) and Y is a single bond 
or -CH 2 -; 

Each T is independently selected from the group consisting of halogen, hydroxy, 
carboxy, carbamoyl, amino, cyano, nirro, Q.5 alkyl, Ci: 5 alkyl substituted by halogen, 
C]. 5 alkyl substituted by hydroxy, C us alkyl substituted by carboxy, C1.5 alkyl 
substituted by carbamoyl, C 2 _ 5 alkenyl, C 2 - 5 alkynyl, C 3 . 6 cycloalkyl, C]. 5 alkoxy, C1.5 
alkoxy substituted by halogen, carbocyclic aryl, heterocyclyl, and -N(R 2a )(R2b); 
pis 0, 1,2, 3, 4 or 5; 

L is selected from the group consisting of Formulae (VI) to (XXI): 





20 (XW) (XV) (XVI) 



5 



10 
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y^JZX^ % jlJZX B ^ ^is/U. B A 



(xvii) (xvm) (xix) 

(XX) (XXI) 

wherein R 3 and R4 are independently hydrogen or Ci_ 5 alkyl; and A and B are 
independently a single bond, -CH 2 -, or -(CH 2 ) 2 -; 

and 
Y represents: 

(i) -C(0)NR 5 -, -C(S)NR 5 -, -C(0)0-, -S(0) 2 -, -C(O)-, -C(S)-, a single bond, or 
-CH 2 - when L is selected from the group consisting of Formulae (VI) to 
(XIII); or 

(ii) -C(0)NR 5 -, -C(S)NR 5 -, -C(0)0- or -OC(O)- when L is selected from the 
group consisting of Formulae (XTV)to (XXI); 

wherein R 5 is hydrogen or Ci_ 5 alkyl, or when Y is -C(0)NR 5 - then R 5 and R together 
with the nitrogen they are bonded form a heterocyclyl group; 



wherein carbocyclic aryl is phenyl, naphthyl, anthranyl, phenanthryl, or 
biphenyl; 

20 carbocyclyl is 10,1 l-dihydro-5-oxo-dibenzo[a,d]cycloheptyl, 1-oxo-indanyl, 

7,7-dimethyl-2-oxo-bicyclo[2.2.1]heptyl, 9i?-fluorenyl, 9-oxo-fluorenyl, 
acenaphthyl, anthraquinonyl, C-fluoren-9-ylidene, indanyl, indenyl, 
1,2,3,4-tetrahydro-naphthyI, or bicyclo[2.2.1]heptenyl; 

heterocyclyl is 1 ,2,3,4-tetrahydro-isoquinolyl, 1,2,3-thiadiazolyl, 

25 1,2,3-triazolyl, 1 ,2-dihydro-3-oxo-pyrazolyl, 1,3,4-thiadiazolyl, 1,3-dioxo-isoindolyl, 
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1,3-dioxolanyl, l#-indolyl, l#-pyrrolo[2,3-c]pyridyl lif-pyrrolyl, 
1 -oxo-3i?-isobenzofuranyl, 2,2',5',2"-terthiophcnyl, 2 ; 2'-bithiophenyl, 
2,3-dmydro-l-oxo-isoindolyl, 2,3-dihydro-benzo[l,4]dioxinyl, 

2.3- dihydro-benzofuryl 2,4-dihydro-3-oxo-pyrazolyL 2tf-benzopyranyl, 

5 2-oxo-benzopyranyl, 2-oxo-pyrrolidinyl, 3,4-dihydro-2F-benzo[l,4]oxazinyl, 

3 .4- dihydro-2F-benzo[b][l ,4]dioxepinyl, 4f/-benzo[ 1 ,3]dioxinyl, 4#-benzopyranyl, 
4-oxo- 1,5, 6,7-tetrahydro-indolyl, 4-oxo-3 ,4-dihydro-phthalazinyl, 
4-oxo-benzopyranyl, 9,10,10-trioxo-thioxanthenyl, 9f/-carbazolyl, 9if-xanfhenyl, 
azetidinyl, benzimidazolyl, benzo[l,3]dioxolyl, benzo[2,l,3]oxadiazolyl, 

1 o benzo[l,2,5]oxadiazolyl, benzo[b]thienyl, benzofuryl, benzothiazolyl, cinnolyl, furyl, 

imidazo[2,l-b]thiazolyl, imidazolyl, isoxazolyl, morpholino, morpholinyl, oxazolyl, 
oxolanyl, piperazyl, piperidyl, piridyl, pyrazolo[5,l-b]thiazolyl, pyrazolyl, pyrazinyl, 
pyridyl, pyrimidyl, pyrrolidyl, quinolyl, quinoxalyl, thiazolidyl, thiazolyl, thienyl, 
thiolanyl, 2,3-dihydro-benzofuryl, tetrahydro-thienyl, or benzoturanyl; and 
1 5 halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
One aspect of the present invention pertains to pharmaceutical compositions comprising at 
least one compound, as described herein, in combination with a pharmaceutically acceptable carrier. 
One aspect of the present invention pertains to methods for the prophylaxis or treatment of 
20 improving memory function, sleeping and arousal, anxiety, depression, mood disorders, seizure, 
obesity, diabetes, appetite and eating disorders, cardiovascular disease, hypertension, dyslipidemia, 
myocardial infarction, binge eating disorders including bulimia, anorexia, mental disorders including 
manic depression, schizophrenia, delirium, dementia, stress, cognitive disorders, attention deficit 
disorder, substance abuse disorders and dyskinesias including Parkinson's disease, epilepsy, and 
25 addiction comprising administering to an individual suffering from said condition a therapeutically 
effective amount of a compound, as described herein, or a pharmaceutical composition thereof. 

One aspect of the present invention pertains to methods for the prophylaxis or treatment of an 
eating disorder, obesity or an obesity related disorder comprising administering to an individual 
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suffering from the condition a therapeutically effective amount of a compound, as described herein, 
or a pharmaceutical composition thereof. 

One aspect of the present invention pertains to methods for the prophylaxis or treatment of 
anxiety, depression, schizophrenia, addiction, or epilepsy comprising administering to an individual 
5 suffering from the condition a therapeutically effective amount of a compound, as described herein, 
or a pharmaceutical composition. 

One aspect of the present invention pertains to compounds of the present invention, as 
described herein, or a pharmaceutical composition thereof, for use in a method of treatment of the 
human or animal body by therapy. 
1 0 One aspect of the present invention pertains to compounds of the present invention, as 

described herein, or a pharmaceutical composition thereof, for use in a method of prophylaxis or 
treatment of an eating disorder, obesity or an obesity related disorder of the human or animal body by 
therapy. 

One aspect of the present invention pertains to compounds of the present invention, as 
1 5 described herein, or a pharmaceutical composition thereof, for use in a method of prophylaxis or 
treatment of anxiety, depression, schizophrenia, addiction, or epilepsy of the human or animal body 
by therapy. 

One aspect of the present invention pertains to compounds of the present invention, as 
described herein, for the manufacture of a medicament for use in the prophylaxis or treatment of an 
20 eating disorder, obesity or obesity related disorders. 

One aspect of the present invention pertains to compounds of the present invention, as 
described herein, for the manufacture of a medicament for use in the prophylaxis or treatment of 
anxiety, depression, schizophrenia, addiction, or epilepsy. 

One aspect of the present invention pertains to methods of decreasing food intake of an 
25 individual comprising administering to the individual a therapeutically effective amount of a 
compound, as described herein, or a pharmaceutical composition thereof. 

One aspect of the present invention pertains to methods of inducing satiety in an individual 
comprising administering to said individual a therapeutically effective amount of a compound, as 
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described herein, or a pharmaceutical composition thereof. 

One aspect of the present invention pertains to methods of controlling or reducing weight gain 

in an individual comprising administering to said individual a therapeutically effective amount of a 

compound, as described herein, or a pharmaceutical composition thereof. 
5 One aspect of the present invention pertains to methods of modulating a MCH receptor in an 

individual comprising contacting the receptor with a compound, as described herein. In some 

embodiments, the compound is an antagonist. In some embodiments, the modulation of the MCH 

receptor is for the prophylaxis or treatment of an eating disorder, obesity or obesity related disorder. 

In some embodiments, the modulation of the MCH receptor reduces food intake of the individual. In 
1 0 some embodiments, the modulation of the MCH receptor induces satiety in the individual. In some 

embodiments, the modulation of the MCH receptor controls or reduces weight gain of the individual. 

In some embodiments, the modulation of the MCH receptor is for prophylaxis or treatment of anxiety, 

depression, schizophrenia, addiction, or epilepsy. 

In some embodiments, the individual is a mammal. 
15 In some embodiments, the mammal is a human. 

In some embodiments, the human has a body mass index of about 1 8.5 to about 45. In some 

embodiments, the human has a body mass index of about 25 to about 45. In some embodiments, the 

human has a body mass index of about 30 to about 45. In some embodiments, the human has a body 

mass index of about 35 to about 45. 
20 One aspect of the present invention pertains to methods of producing a pharmaceutical 

composition comprising admixing a compound, as described herein, and a pharmaceutically 

acceptable carrier. 

This application claims priority to US Provisional Patent Applications, Serial No. 60/458,530, 
filed March 31, 2003; Serial No. 60/495,91 1, filed August 19, 2003; Serial 60/51 0,1 86, filed October 
25 9, 2003; and Serial No. 60/530,360, filed December 16, 2003; all of which are incorporated herein by 
reference in their entirety. 
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One aspect of the present invention relates to certain substituted heterocyclic compounds 
represented by Formula (I): 

(I) 

5 

or a pharmaceutical^ acceptable salt, hydrate or solvate thereof, wherein Q, L, Y, and Rj are as 

described herein, supra and infra. 

It is appreciated that certain features of the invention, which are, for clarity, described in the 

context of separate embodiments, may also be provided in combination in a single embodiment. 
1 0 Conversely, various features of the invention which are, for brevity, described in the context of a 

single embodiment, may also be provided separately or in any suitable subcombination. 

In some embodiments of the present invention, R 2 is selected from the group consisting of: 
hydrogen, halogen, hydroxy, carboxy, carbamoyl, amino, alkyl substituted by hydroxy, 

C1-5 alkyl substituted by carboxy, Cj. 5 alkyl substituted by carbamoyl, C w alkoxy, d. 5 alkoxy 
1 5 substituted by halogen, -NHNH 2 , -NHNHBoc, -N(R 2a )(R 2 b), morpholino, 4-acetyl-piperazyl, or 

4-phenyl-piperazyl, 

wherein R 2a is hydrogen or C U5 alkyl and R 2b is Q.s alkyl, C 3 - 6 cycloalkyl, or Cm alkyl 
substituted by substituent(s) independently selected from the group consisting of: 



•hydroxy, 
•carboxy, 
•carbamoyl, 

•Cm alkoxy, 
•amino, 
•-KHBoc, 
°C 3 _6 cycloalkyl, 
•carbocyclic aryl, 
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•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 



•"C M alkyl, 
0<, Ci_ 5 alkoxy, and 
•«-S0 2 NH 2 , 
•heterocyclyl, and 

C 3 . 6 cycloalkyl, carbocyclic aryl, carbocyclic aryl substituted by substituent(s) independently 
selected from the group consisting of: 

•halogen, 

•C,. 5 alkyl, 

•C]. 5 alkoxy, and 

•a group of Formula (V): 



K> 



15 (V) 

wherein Boc is carbamic acid tert-butyl ester and G is d_ 5 alkyl or d-s alkyl substituted by 
substituent(s) independently selected from the group consisting of: 
•carbocyclic aryl, 
20 *halogenated carbocyclic aryl, and 

•carbocyclic aryl substituted by C1-5 alkoxy. 
In some embodiments of the present invention, R 2 is -N(R 2a )(R 2b ), wherein R 2a is hydrogen or 
C1.5 alkyl and R 2b is C,. 5 alkyl, C 3 . 6 cycloalkyl, or C1.5 alkyl substituted by substituent(s) independently 
selected from the group consisting of: 
25 "halogen, 
•hydroxy, 
•carboxy, 
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•carbamoyl, 

•Ci_ 5 alkoxy, 
■-amino, 
°-NHBoc, 
•C 3 . 6 cycloalkyl, 
"carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

-d.5 alkyl, 

••Cj.5 alkoxy, and 

••-S0 2 NH 2 , 
•heterocyclyl, and 



C3.6 cycloalkyl, carbocyclic aryl, carbocyclic aryl substituted by substituent(s) independently 
selected from the group consisting of: 



wherein Boc is carbamic acid fert-butyl ester and G is Cu alkyl or C1.5 alkyl substituted by 
substituent(s) independently selected from the group consisting of: 



•halogen, 



•C1.5 alkyl, 



•C1.5 alkoxy, and 



•a group of Formula (V): 




(V) 



•carbocyclic aryl, 



•halogenated carbocyclic aryl, and 



•carbocyclic aryl substituted by C1.5 alkoxy. 
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la some embodiments of the present invention, R 2 is -N(R 2a )(R2b), wherein R 2a is hydrogen or 
Ci_ 5 alkyl and R 2 b is C U5 alkyl or C 3 . 6 cycloalkyl. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) Cm alkyl, and 

Cx-z alkyl substituted by substituent(s) independently selected from the group 

consisting of: 

•halogen, 

•oxo, 

•C1.5 alkoxy, 

•C1.5 alkoxy substituted by carbocyclic aryl, 
•C1.5 alkylcarbonyloxy, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 

••halogen, 

••nitro, 

"C1-5 alkyl, and 
••C1.5 alkoxy, 
•heterocyclyloxy, 

•heterocyclyloxy substituted by C1.5 alkyl, 

•C]. 5 alkoxycarbonyl, 

•mono-Ci-5 alkylaminocarbonyl, 

•di-Ci.5 alkylaminocarbonyl, 

•mono-Cj.5 alkylamino, 

°mono-Ci. 5 alkylamino substituted by cyano, 

•mono-Ci.5 alkylamino substituted by carbocyclic aryl, 

•di-A.5 alkylamino, 

•di-C]. 5 alkylamino substituted by cyano, 
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•di-Ci.5 alkylamino substituted by carbocyclic aryl, 

"mono-carbocyclic arylamino, 

c mono-car bocyclic arylamino substituted by halogen, 

°mono-carbocyclic arylamino substituted by C1.5 alkyl, 

•di-carbocyclic arylamino, 

°di-carbocyclic arylamino substituted by halogen, 

* di-carbocyclic arylamino substituted by C1.5 alkyl, 

•Ci.s alkoxycarbonylamino, 

•carbocyclic arylcarbonylamino, 

•carbocyclic arylsulfonylamino, 

•carbocyclic arylsulfonylamino substituted alkyl, 

•C1.5 alkylthio, 

•C1.5 alkylthio substituted by substituent(s) independently selected from the 
group consisting of: 

••carbocyclic aryl, 

••carbocyclic aryl substituted by halogen, and 

••carbocyclic aryl substituted by Ci_ 5 alkoxy, 
•carbocyclic arylthio, 
•heterocyclylthio, 

•heterocyclylthio substituted by nitro, 
•heterocyclylthio substituted by Ci. 5 alkyl, 
•C 3 _ 6 cycloalkyl, 
•C3.6 cycloalkenyl, 
•carbocyclyl, 

°carbocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, 

•♦Ci.s alkyl, 
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••C]_ 5 alkoxy, 
"C 2 -5 alkenyl, and 

oo C 2 -s alkenyl substituted by substituent(s) independently selected 
from the group consisting of: 

""carbocyclic aryl, and 

"••carbocyclic aryl substituted by Ci_ 5 alkylsulfinyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••hydroxy, 

"Cj.5 alkyl, 

"C1.5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 
•••oxo, 

•••carbocyclic aryl, and 

•••heterocyclyl, 
••C2-5 alkenyl, 
••Cj.5 alkoxy, 

••Cj-5 alkoxy substituted by halogen, 

"Ci_j alkoxy substituted by carbocyclic aryl, 

••carbocyclic aryloxy, 

"Htono-carbocyclic arylaminocarbonyl, 

••mono-carbocyclic arylaminocarbonyl substituted by halogen, 

"•di-carbocyclic arylaminocarbonyl, 

••di-carbocyclic arylaminocarbonyl substituted by halogen, 

"carbocyclic aryl, and 
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••heterocyclyl, 
•heterocyclyl, and 

"heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
»C M alkyl, 

"Ci_5 alkyl substituted by carbocyclic aryl, 
"Ci. 5 alkoxy, 

••Ci_ 5 alkoxy substituted by carbocyclic aryl, 

••carbocyclic aryl, and 

••carbocyclic aryl substituted by halogen, 
(ii) C 2 _7 alkenyl, and 

C 2 . 7 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 



••nitro, and 
••C1.5 alkoxy, 

(iii) C2-5 alkynyl, and 

C2-5 alkynyl substituted by carbocyclic aryl, 

(iv) C 3 _ 12 cycloalkyl, and 

C3-12 cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 
"Cls alkyl, 

•C1.5 alkyl substituted by oxo, 

•Ci_ 5 alkyl substituted by carbocyclic aryl, and 

•carbocyclic aryl, 
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(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 
5 'halogen, 
"hydroxy, 
•cyano, 
•nitro, 
•carboxy, 

10 •carbamoyl, 
•Cmo alkyl, 

•Cmo alkyl substituted by substituent(s) independently selected from the 
group consisting of: 
••halogen, 

15 ••hydroxy, 
••oxo, 

••carbocyclic aryloxy, 

••carbocyclic aryl, and 

•♦carbocyclic aryl substituted by Ci_ 5 alkyl, 
20 -Ci. 7 alkoxy, 

•Ci. 7 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, 

••carbocyclic aryl, and 
25 •°halogenated carbocyclic aryl, 

°C 2 -5 alkenyloxy, 
•C 3 . 6 cycloalkoxy, 
•carbocyclic aryloxy, 
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•carbocyclic aryloxy substituted by nitro, 
•carbocyclic aryloxy substituted by Cj. 5 alkoxy, 
°C ui alkoxycarbonyl, 
°mono-Ci-5 alkylaminocarbonyl, 
•di-Ci.5 alkylaminocarbonyl, 

°mono-Ci_ 5 alkylaminocarbonyl substituted by carbocyclic aryl, 
'di-Ci.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
-amino, 

•mono-C^ alkylamino, 
•di-Ci.5 alkylamino, 

•mono-Ci.s alkylamino substituted by cyano, 
•di-Ci-5 alkylamino substituted by cyano, 
•C2-5 alkynylcarbonylamino, 

•C 2 _ 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
•Ci_5 alkoxycarbonylamino, 
•(carbocyclic aryl)NHC(0)NH, 

•(carbocyclic aryl)NHC(0)NH substituted by C1.5 alkoxy, 
•(carbocyclic aryl)NHC(0)NH substituted by haloganated C1.5 al 
•carbocyclic aryl azo, 

•carbocyclic aryl azo substituted by mono-Ci.5 alkylamino, 
•carbocyclic aryl azo substituted by di-Ci. 5 alkylamino, 
•C1-5 alkylthio, 

•C1.5 alkylthio substituted by halogen, 

•carbocyclic arylthio, 

'carbocyclic arylthio substituted by nitro, 

'•carbocyclic arylthio substituted by cyano, 

•aminosulfonyl, 

•mono-Ci-5 alkylaminosulfonyl, 
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•di-Ci-5 alkylaminosulfonyl, 
"heterocyclylsulfonyl, 

°C 3 -6 cycloalkyl, 

°C 3 . S cycloalkyl substituted by C,_ 5 alkyl, 
"carbocyclic aryl, 
"heterocyclyl, and 

"heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

"C1.5 alkyl, 

••carbocyclic aryl, and 

••halogenated carbocyclic aryl, 
(vii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•nitro, 

•amino, 

•hydroxy, 

•d_ 5 alkyl, 

•C1.5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, 

••hydroxy, 

••Cj.j alkylthio, 

°'Ci. 5 alkylthio substituted by carbocyclic aryl, 

••Cm alkylthio substituted by halogenated carbocyclic aryl, 

••carbocyclic aryl, 

••carbocyclic aryl substituted by halogen, and 
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••heterocyclyl, 

•Ci. 5 alkoxy, 
-carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
•carbocyclic aryloxy substituted by C]. 5 alkyl, 
-carbocyclic aryloxy substituted by C1-5 alkoxy, 
*mono~Ci_ 5 alkylamino, 
o di-Ci.5 alkylamino, 
•Cj.s alkylthio, 
•C2-5 alkenylthio, 
•carbocyclic arylthio, 

•carbocyclic arylthio substituted by alkoxycarbonyl, 
•C1.5 alkylsulfonyl, 
•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by Ci_ 5 alkyl, 
•C1.5 alkoxycarbonyl, 

•C1.5 alkoxycarbonyl substituted by carbocyclic aryl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••nitro, 

••C1.5 alkyl, and 

••Cj_ 5 alkyl substituted by halogen, 
"heterocyclyl; 

wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 
carbocyclyl is 1,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-fluorenyl, 
9if-fluorenyl, 9-oxo-9i?-fluorenyl, adamantly, bicyclo[2.2.1]heptenyl, 
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bicyclo[2.2.1]heptyl, indanyl, indenyl, or menthyl; 

heterocyclyl is 1,2,3-triazolyl, l#-indolyl, lif-pyrrolyl, 
2,3-dihydro-l -oxo-isoindolyl, 2,3-dihydro-benzo[ 1 ,4]dioxinyl, 
2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazo ly I. 2//-benzopyranyl, 
2-oxo-benzopyranyl, 3,4-dihydro-2F-benzo[b][l,4]dioxepinyl, 
4,5,6,7-tetrahydro-benzofbjthienyl, 4#-benzo[l,3]dioxinyl, 

4-oxo- 1,5,6,7-tetrahydro-indolyl, 4-oxo-benzopyranyl, 9//-carbazolyl, 9#-xanthenyI, 
azetidinyl, benzo[l,3]dioxolyl, benzo[2,l,3]oxadiazolyl, benzo[l,2,5]oxadiazolyl, 
benzo[2,l,3]thiadiazolyl, benzo[b]thienyl, benzofuryl, benzothiazolyl, furyl, 
imidazo[2,l-b]thiazolyl, imidazolyJ, isoxazolyl, morpholino, morpholinyl, oxazolyl, 
phenanthro[9,10-d]oxazolyl, piperidyl, pyrazolyl, pyridyl, pyrimidyl, quinolyl, 
quinoxalyl, tetrahydrofuryl, thiazolyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, Q is Formula (II); 
Ri is selected from the group consisting of: 
(i) C M alkyl, and 

Q-8 alkyl substituted by substituent(s) independently selected from the group 

consisting of: 

•halogen, 

•oxo, 

•Ci-5 alkoxy, 

•Ci_5 alkoxy substituted by carbocyclic aryl, 
•Ci_5 alkylcarbonyloxy, 
"carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
•carbocyclic aryloxy substituted by nitro, 
•heterocyclyloxy, 
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•heterocyclyloxy substituted by C]_ 5 alkyl, 

•Cj.5 alkoxycarbonyl, 

°mono-Ci_ 5 alkylaminocarbonyl, 

o di-Ci.s alkylaminocarbonyl, 

e mono-Ci. 5 aJkylamino, 

o mono-C]. 5 alkylamino substituted by cyano, 

•mono-C[. 5 alkylamino substituted by carbocyclic aryl, 

•di-Ci_ 5 alkylamino, 

•di-Cj.5 alkylamino substituted by cyano, 

•di-Ci.5 alkylamino substituted by carbocyclic aryl, 

•mono-carbocyclic arylamino, 

•di-carbocyclic arylamino, 

•C]_ 5 alkoxycarbonylamino, 

•carbocyclic arylcarbonylamino, 

•carbocyclic arylsulfonylamino, 

•carbocyclic arylsulfonylamino substituted C]. 5 alkyl, 

•Cj.5 alkylthio, 

•Ci. 5 alkylthio substituted by substituent(s) independently selected from the 
group consisting of: 

••carbocyclic aryl, 

••carbocyclic aryl substituted by halogen, and 

••carbocyclic aryl substituted by C U5 alkoxy, 
•carbocyclic arylthio, 
'heterocyclylthio, 

'heterocyclylthio substituted by C]. 5 alkyl, 
"C3.6 cycloalkyl, 
•C3.6 cycloalkenyl, 
•carbocyclyl, 
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•carbocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

°°halogen, 

••C M alkyl, 

••Ci. 5 alkoxy, 

°°C 2 - 5 alkenyl, and 

••C2.5 alkenyl substituted by substituent(s) independently selected 
from the group consisting of: 

•••carbocyclic aryl, and 

•••carbocyclic aryl substituted by C U s alkylsulfmyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••hydroxy, 

••nitro, 

~C M alkyl, 

••C1.5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 
•••oxo, 

•••carbocyclic aryl, and 

•••heterocyclyl, 
••C2.5 alkenyl, 
••Ci_ 5 alkoxy, 

™C H alkoxy substituted by halogen, 
°'--C\_s alkoxy substituted by carbocyclic aryl, 
••carbocyclic aryloxy, 
••mono-carbocyclic arylaminocarbonyl, 
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••mono-carbocyclic arylaminocarbonyl substituted by halogen, 
° s di-carbocyclic arylaminocarbonyl, 
°°di-carbocyclic arylaminocarbonyl substituted by halogen, 
••carbocyclic aryl, and 
"heterocyclyl, 
°heterocyclyt, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
••Cj.5 alkyl, 

"Ci_ 5 alkyl substituted by carbocyclic aryl, 
••C]. 5 alkoxy, 

"C1.5 alkoxy substituted by carbocyclic aryl, 

-carbocyclic aryl, and 

••carbocyclic aryl substituted by halogen, 

(ii) C 2 . 7 alkenyl, and 

C2-7 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••nitro, and 

••Cj.5 alkoxy, 

(iii) C2-5 alkynyl, and 

C2-5 alkynyl substituted by carbocyclic aryl, 

(iv) C3-6 cycloalkyl, and 

C 3 . 6 cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 



WO 2004/087669 



PCT/JP2004/004624 



•C M alkyl, 

°C].5 alkyl substituted by oxo, 

c Ci-5 alkyl substituted by carbocyclic aryl, and 

"carbocyclic aryl, 

(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from tl 
group consisting of: 



•hydroxy, 
•cyano, ■ 
•nitro, 
•d.s alkyl, 

•C^s alkyl substituted by substituent(s) independently selected from the 
group consisting of: 



••carbocyclic aryloxy, 
••carbocyclic aryl, and 
••carbocyclic aryl substituted by C1.5 alkyl, 
•C1.5 alkoxy, 

•Ci_ 5 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 
••halogen, 

"••carbocyclic aryl, and 

oe halogenated carbocyclic aryl, 
•C2-5 alkenyloxy, 
•C3.6 syeloalkoxy, 
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•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by C,. 5 alkoxy, 
°Ci_ 5 alkoxycarbonyl, 
-mono-Ci.5 alkylaminocarbonyl, 
•di-Ci.5 alkylaminocarbonyl, 

°mono-Ci. 5 alkylaminocarbonyl substituted by carbocyclic aryl, 
"di-Cj.s alkylaminocarbonyl substituted by carbocyclic aryl, 
c amino, 

•mono-Cj.5 alkylamino, 
•di-Ci.s alkylamino, 

•mono-Ci.5 alkylamino substituted by cyano, 
•di-Ci.5 alkylamino substituted by cyano, 
•C 2 .j alkynylcarbonylamino, 

•C 2 s alkynylcarbonylamino substituted by carbocyclic aryl, 
•(carbocyclic aryl)NHC(0)NH, 

•(carbocyclic aryl)NHC(0)NH substituted by C]. 5 alkoxy, 
•(carbocyclic aryl)NHC(0)NH substituted by haloganated d_ 5 alkoxy, 
•Ci. 5 alkylthio, 

•Ci_ 5 alkylthio substituted by halogen, 
•carbocyclic arylthio, 

•carbocyclic arylthio substituted by cyano, 
•mono-Ci.5 alkylaminosulfonyl, 
•di-d.5 alkylaminosulfonyl, and 
•carbocyclic aryl, 
(vii) hcterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
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•nitro, 
•C,_ 5 alkyl, 

°Ci. s alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

"halogen, 

"hydroxy, 

"C1.5 alkylthio, 

••Ci. 5 alkylthio substituted by carbocyclic aryl, 

••C1.5 alkylthio substituted by halogenated carbocyclic aryl, 

••carbocyclic aryl, 

••carbocyclic aryl substituted by halogen, and 

••heterocyclyl, 
•C1.5 alkoxy, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by d. 5 alkyl, 
•C1.5 alkylthio, 
•C 2 . 5 alkenylthio, 
•carbocyclic arylthio, 

•carbocyclic arylthio substituted by C]_ 5 alkoxycarbonyl, 
•C1.5 alkylsulfonyl, 
•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by C]. 5 alkyl, 
•C1.5 alkoxycarbonyl, 
•carbocyclic aryl, 

"carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••nitro, 
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••C,_ 5 alkyl, and 

••C]. 5 alkyl substituted by halogen, 
°heterocyclyl; 

R 2 is methylamino or dimethylamino when Y is a single bond or -CH 2 -; 

wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; ■ 

carbocyclyl is 1,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-fluorenyl, 
9-oxo-9#-fluorenyl, bicyclo[2.2.1]heptyl, indenyl, ormenthyl; 

heterocyclyl is 1,2,3-triazolyl, lif-indolyl, li7-pyrrolyl, 
2,3-dihydro-l-oxo-isoindolyl, 2,3-dihydro-benzo[l,4]dioxinyl, 
2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazolyl, 2ff-benzopyranyL 
2-oxo-benzopyranyl, 3,4-dihydro-2Zf-benzo[b][l,4]dioxepinyl, 4-oxo-benzopyranyl, 
9#-carbazolyl, 9#-xanthenyl, azetidinyl, benzo[l,3]dioxolyl, 
benzo[2,l,3]oxadiazolyl, benzo[l,2,5]oxadiazolyl, benzo[b]thienyl, benzofuryl, 
benzothiazolyl, furyl, imidazo[2,l-b]thiazolyl, imidazolyl, isoxazolyl, morpholino, 
pyrazolyl, pyridyl, pyriraidyl, quinolyl, quinoxalyl, thiazolyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or apharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, Rj is selected from the group consisting of: 
(i) Cm alkyl, and 

Cm alkyl substituted by substituent(s) independently selected from the group 

consisting of: 

•Cm alkoxy, 

•Ci_ 5 alkoxy substituted by carbocyclic aryl, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
•mono-Ci-5 alkylamino, 

•mono-Ci.5 alkylamino substituted by substituent(s) independently selected 
from the group consisting of: 
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••cyano, and 

■^carbocyclic aryl, 
C di-Ci. 5 alkylamino. 

°di-C]. 5 alkylamino substituted by substituent(s) independently selected from 
5 the group consisting of: 

•°cyano, and 
•-carbocyclic aryl, 
e mono-carbocyclic arylamino, 
•di-carbocyclic arylamino, 
10 «carbocyclic arylsulfonylamino, 

•carbocyclic arylsulfonylamino substituted by Ci_ 5 alkyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 
15 "halogen, 
••nitro, 
-d.s alkyl, 

••Ci-5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 
20 •••oxo, and 

•••carbocyclic aryl, 
••Ci-5 alkoxy, 

••Ci-5 alkoxy substituted by halogen, 
•heterocyclyl, 

25 "heterocyclyl substituted by carbocyclic aryl, and 

'heterocyclyl substituted by halogen, 
(ii) C 2 -7 alkenyl, and 

C 2 -7 alkenyl substituted by substituent(s) independently selected from the 



WO 2004/087669 PCT/JP2004/004624 



group consisting of: 
"■carbocyclic aryl, and 

"carbocyclic aryl substituted by C s _ 5 alkoxy, 

(iii) C 2 - 5 alkynyl, and 

C2.5 alkynyl substituted by carbocyclic aryl, 

(iv) C3-6 cycloalkyl, and 

C3-6 cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•C]. 5 alkyl, and 

•Ci_ 5 alkyl substituted by carbocyclic aryl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•cyano, 

•C M alkyl, 

•C1.5 alkyl substituted by halogen, 
•C1.5 alkoxy, 

•C]. 5 alkoxy substituted by substiruent(s) independently selected from the 
group consisting of: 

••halogen, and 

••carbocyclic aryl, 

••carbocyclic aryl substituted by halogen, 
•C2.5 alkenyloxy, 
"mono-Q.5 alkylamino, 
•di-Ci.5 alkylamino, 

•mono-Ci-5 alkylamino substituted by cyano, 
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•di-Ci.5 alkylamino substituted by cyano, 
•C,.« alkylthio, and 

°Ci. s alkylthio substituted by halogen, 
(vi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
•halogen, 
•C1.5 alkyl, 

•Ci- 5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••hydroxy, and 

••carbocyclic aryl, 
•C1.5 alkoxy, 
•carbocyclic arylthio, 

•carbocyclic arylthio substituted by Ci_ 5 alkoxycarbonyl, 
•C1.5 alkoxycarbonyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••C1.5 alkyl, and 

••C1.5 alkyl substituted by halogen, 
L is Formula (VII); 
Y is a single bond or -CH 2 -; 
R 2 is methylamino or dimethylamino; 
wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is 1/f-indolyl, lif-pyrrolyl, 2,3-dihydro-benzo[l,4]dioxinyl, 
4-oxo-benzopyranyl, 9i/-earbazolyl, azetidinyl, benzo[l,3]dioxolyl, benzo[b]thienyl, 
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furyl, imidazo[2,l-b]thiazolyl, pyrazolyl, pyridyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, p is 0; R 3 and R, are hydrogen; A is a single 
5 bond or -CH 2 -; and B is a single bond or -CH 2 -; or a pharmaceutically acceptable salt, hydrate, or 
solvate thereof. 

In some embodiments of the present invention, K { is selected from the group consisting of: 

(i) C M alkyl, and 

Ci.s alkyl substituted by substituent(s) independently selected from the group 
10 consisting of: 

•mono-Q.5 alkylamino, 

•mono-d.5 alkylamino substituted by cyano, 

•di-Ci-5 alkylamino, 

•di-C[.5 alkylamino substituted by cyano, 
15 •mono-carbocyclic arylamino, 

•di-carbocyclic arylamino, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 
20 ••halogen, and 

••Ci_5 alkoxy, 
•heterocyclyl, and 

•heterocyclyl substituted by carbocyclic aryl, 

(ii) C 2 . 5 alkenyl, and 

25 C 2 . 5 alkenyl substituted by carbocyclic aryl, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 
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•halogen, 

"hydroxy, 
°Ci_ 5 alkoxy, 

°Ci_ 5 alkoxy substituted by halogen, and 
5 '€2-5 alkenyloxy, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

10 'Q.salkyl, 

■Ci_ 5 alkyl substituted by carbocyclic aryl, 
•Ci.j alkoxy, and 
•C1.5 alkoxycarbonyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 
15 heterocyclyl is I#-indolyl, azetidinyl, or benzo[l,3]dioxolyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 
20 ethyl 4,6-dichloro-3-{[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)amino]- 

methyl}-lH-indole-2-carboxylate; 

3-[{2-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-amino]ethyl}(phenyl)- 
amino]propanenitrile; 

N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[2-(2-phenyl-lH-mdol-3-yl)ethyl]amino}-cyclohexyl)quinoline-2 
25 ,4-diamine; 

N 2 -[cis-4-({[l-(diphenylmethyl)azetidin-3-yl]methyl}amino)cyclohexyl]-N 4 ,N 4 - 
dimethylquinoline-2,4-diamine; 

N 2 -(cis-4-{[(2,6-dimethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethylquinoline-2,4- 
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diamine; 

N 2 -(cis-4-{[(2-ethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethylquinoline-2,4- 
diamine; 

N 2 -[cis-4-( { [(4-methoxy- 1 -naphthy |)methyl]amino} methyl)cyclohexyll-N 4 ,N 4 - 
5 dimethylquinoline-2 5 4-diamine; 

4-bromo-2-( { [(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino} cyclohexyl)-methyl] amino} - 
methyl)-6-methoxyphenol; 

N 2 -[cis-4-({[(5-bromo-lH-indol-3-yl)methyl]amino}methyl)cyclohexyl]-N 4 ,N 4 - 
dimethylquinoline-2,4-diamine; 
1 0 N 2 -(cis-4-{ [(5-bromo-2,4-dimethoxybenzyl)amino]methyl} cyclohexyl)-N 4 ,N 4 - 

dimethylquinoline-2,4-diamine; 

N 2 -(cis-4-{[(3,3-diphenylprop-2-en-l-yl)amino]methyl}cyclohexyl)-N 4 ,N 4 - 
dimethylquinoline^^-diamine; 

N 4 ,N 4 -dimethyl-N 2 -(cis-4- { [(2,4,6-trimethoxybenzyl)amino]methyl} -cyclohexyl)quinoline-2 
15 ,4-diamine; 

N 2 -(cis-4-{[(2,5-diethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethylquinoline-2,4- 
diamine; 

N 2 -(cis-4- { [(2,4-diethoxybenzyl)amino]methyl} cyclohexyl)-N 4 ,N 4 -dimethylquinoline-2,4- 
diamine; 

20 N 2 -(cis-4- { [(3 ,5-dibromo-2-methoxyben^l)amino]methyl} cyclohexyl)-N 4 ,N 4 - 

dimethylqumoline-2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[(2 J 4 ; 5-triethoxybenzyl)amino]methyl}-cyclohexyl)quinoline- 
2,4-diamine; 

N^N^dimethyl-^-Ccis^-l^^^-trimethoxybenzy^aminoJmethy^-cyclohexy^quinoline^ 
25 ,4-diamine; 

N 2 -[cis-4-({[2-(allyloxy)ben2yl]amino}methyl)cyclohexyl]-N 4 ,N 4 -dimethylquinoline-2,4- 
diamine; 

N 2 -[cis-4-({ [(7-methoxy-l ,3-benzodioxol-5-yl)methyl]amino} methyl)-cyclohexyl]-N 4 ,N 4 - 
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dimethylqumoline-2,4-diamine; 

N 2 -{cis-4-[2-(4-bromo-2-trifluoromethoxy-phenyl)-ethylamino]-cyclohexyl}-N 4 ,N 4 - 
dimethyl-quinoline-2,4-diamine; 

N 2 -[cis-4-(4-bromo-2-trifluoromethoxy-benzyl)amino-cyclohexyl]-N 4 ,N 4 -dimethyI-quinoline 
5 -2,4-diamine; 

N 2 -[cis-4-(4-bromo-2-trifluoromethoxy-benzyl)amino-cyc]ohexyl]-N 4 -methyl-quinoline-2,4- 
diamine; 

N 2 -{4-[2-(4-bromo-2-trifluoromethoxy-phenyl)-ethylamino]-cyclohexyl}-N 4 -methyl- 
quinolme-2,4-diamine; 

10 N 4 -methyJ-N 2 -{cis-44(2-tafluoromethoxy-benzyl)amino-methyl]-cyclohexy]}-quinoline- 
2,4-diamine; 

N 2 -{cis-4-[(4-bromo-24rifluoromethoxy-ben2yl)amino-methyl]-cyclohexyl}-N 4 -methyl- 
quinoline-2,4-diamine; 

N 2 -{cis-4-[(4-brorao-2-trifluoromethoxy-b6nzyl)amino-methyl]-cyclohexyl}-N 4 > N 4 - 
15 dimethyl-quinoline-2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -{cis-4-[(2-trifluoroinethoxy-ben2yl)amino-methyl]-cyclohexyl}- 
quinoline-2,4-diamine; 

cis-N-(3,5-dimethoxyben2yl)-N'-(4-methylquinolin-2-yl)cyclohexane-l : ,4-diamine; and 
cis-N-(3,5-dichlorobenzyl)-N'-(4-methylquinolin-2-y])cyc]ohexane-l,4-diamine; 
20 or a pharmaceutical acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention Rj is selected from the group consisting of: 
(i) Ci_ 5 alkyl, and 

Ci_5 alkyl substituted by substituent(s) independently selected from the group 
consisting of: 
25 'hydroxy, 

•0X0, 

•Cj.5 alkoxy, 

•Ci_5 alkoxy substituted by carbocyclic aryl, 
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•Cu alkylcarbonyloxy, 
"carbocyclic aryloxy, 

°carbocycJic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 

""halogen, 

••nitro, 

••Ci.j alky], 

••C].j alkoxy, and 

"C). 5 alkoxy substituted by halogen, 
•heterocyclyloxy, 

•heterocyclyloxy substituted by C]. 5 alkyl, 
•mono-Ci-5 alkylaminocarbonyl, 
•di-Ci.5 alkylaminocarbonyl, 
•mono-Ci-5 alkylamino, 
•di-Ci.5 alkylamino, 
•mono-carbocyclic arylamino, 
•di-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by halogen, 
•di-carbocyclic arylamino substituted by halogen, 
•carbocyclic arylcarbonylamino, 
•Cj.5 aikoxycarbonylamino, 
•Ci. s alkylthio, 

•C]. 5 alkylthio substituted by substituent(s) independently selected from the 
group consisting of: 

"'carbocyclic aryl, and 

"•carbocyclic aryl substituted by substituent(s) independently 
selected from the group consisting of: 
•••halogen, and 



WO 2004/087669 



PCT/JP2004/004624 



66 



•••Ci-5 alkoxy, 
•carbocyclic arylthio, 
°heterocyclylthio, 

'heterocyclylthio substituted by C M alkyl, 
0 C 3 .6 cycloalkyl, 
•C 3 . 6 cycloalkenyl, 
♦carbocyclyl, 

8 carbocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

"halogen, 

"Ci_ 5 alkyl, 

••Ci_5 alkoxy, 

••C 2 -5 alkenyl, and 

•*C 2 - 5 alkenyl substituted by substituent(s) independently selected 
from the group consisting of: 

•••carbocyclic aryl, and 

•••carbocyclic aryl substituted by Ci_ 5 alkylsulfinyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 



••hydroxy, 
••nitro, 

»C,. 5 alkyl, 

""Ci.5 alkyl substituted by substituent(s) independently selected fi 
the group consisting of: 
•••oxo, 

•••carbocyclic aryl, and 
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— heterocyclyl, 
••Cj.5 alkoxy, 

oo C 1 . s alkoxy substituted by halogen, 
°*C]_ 5 alkoxy substituted by carbocyclic aryl, 
•°carbocyclic aryloxy, 
°«mono-carbocyclic arylaminocarbonyl, 
••mono-carbocyclic arylaminocarbonyl substituted by halogen, 
• 9 di-carbocyclic arylaminocarbonyl, 
••di-carbocyclic arylaminocarbonyl substituted by halogen, 
••carbocyclic aryl, and 
••heterocyclyl, 
•heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
"C U5 alkyl, 

"Ci_ 5 alkyl substituted by carbocyclic aryl, 
••Ci-5 alkoxy, 

"C1.5 alkoxy substituted by carbocyclic aryl, 
••carbocyclic aryl, and 
••carbocyclic aryl substituted by halogen, 
C2-5 alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, and 

••nitro, 
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(iii) C 3 . 6 cycloalkyl, and 

C3-6 cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•C w alkyl, 

•Cj.5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•♦oxo, and 

«°carbocyclic aryl, and 
•carbocyclic aryl, 

(iv) carbocyclyl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•cyano, 

•nitro, 

•carboxy, 

•carbamoyl, 

■Cm alkyl, 

•C U5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•halogen, 

"hydroxy, 

>oxo, 

carbocyclic aryloxy, 
•carbocyclic aryl, and 
••carbocyclic aryl substituted by C1.5 alkyl, 
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•C 2 _ 5 alkoxy, 

•C,_ 5 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 

"•halogen, and 

"-carbocyclic aryl, 
"carbocyclic aryloxy, 

-carbocyclic aryloxy substituted by Q.5 alkoxy, 
•Cj.5 alkoxycarbonyl, 
•mono-C].5 alkylaminocarbonyl, 
•di-Ci.5 alkylaminocarbonyl, 

•mono-Cj.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
•di-Cj.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
•amino, 

•mono-Cj.5 alkylamino, 

•di-Cj.5 alkylamino, 

•C 2 . 5 alkynylcarbonylamino, 

•C 2 -5 alkynylcarbonylamino substituted by carbocyclic aryl, 
•(carbocyclic aryl)NHC(0)NH, 

•(carbocyclic aryl)NHC(0)NH substituted by Ci„ 5 alkoxy, 
♦(carbocyclic aryl)NHC(0)NH substituted by haloganated Ci_ 5 alkoxy, 
•C M alkylthio, 

•Cj.5 alkylthio substituted by halogen, 
•carbocyclic arylthio, 

•carbocyclic arylthio substituted by cyano, 
°mono-Ci-5 alkylaminosulfonyl, 
"di-Q.s alkylaminosulfonyl, and 
•carbocyclic aryl, 
(vi) heterocyclyl, and 
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heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 



•amino, 
•Ci„ 5 alkyl, 

•C1.5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, 

••Q.5 alkylthio, 

••Ci_5 alkylthio substituted by carbocyclic aryl, 

••Ci_ 5 alkylthio substituted by halogenated carbocyclic aryl, 

••carbocyclic aryl, 

••carbocyclic aryl substituted by halogen, and 

••heterocyclyl, 
•C]. 5 alkoxy, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 

•carbocyclic aryloxy substituted by Ci_ 5 alkyl, 

•carbocyclic aryloxy substituted by C]. 5 alkoxy, 

•mono-Cj.s alkylamino, 

•di-Ci.5 alkylamino, 

•C1.5 alkylthio, 

°C 2 - 5 alkenylthio, 

•carbocyclic arylthio, 

•Cm alkylsulfonyl, 

•carbocyclic arylsulfonyl, 
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•carbocyclic arylsulfonyl substituted by C1-5 alkyl, 
•carbocyclic aryl, 

carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 
5 • -halogen, 

°°nitro, and 
«d. 5 alkyl, 
•heterocyclyl; 
L is Formula (VII); 
10 Y is -C(O)-; 

wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 
carbocyclyl is 1,2,3,4-tetrahydronaphthyl, l-oxo-indanyl 5 
9-oxo-9ff-fluorenyl, or indenyl; 

heterocyclyl is 1,2,3-triazolyl, 1/f-indolyl, li?-pynolyl, 
15 2,3-dihydro-l-oxo-isoindolyl, 2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazolyl, 

2H-benzopyranyl, 2-oxo-benzopy'ranyl, 9i?-xanthenyl, benzo[l,3]dioxolyl, 
benzo[2,l,3]oxadiazolyl, benzo[l,2,5]oxadiazolyl, benzo[b]thienyl, benzofuryl, 
benzothiazolyl, furyl, imidazolyl, isoxazolyl, morpholino, pyrazolyl, pyridyl, 
pyrimidyl, quinolyl, quinoxalyl, thiazolyl, or thienyl; and 
20 halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R 2 is hydrogen, halogen, methyl, 
trifluoromethyl, methoxy, carbamoyl, amino, methylamino, or dimethylamino; p is 0; R 3 and R4 are 
hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutically acceptable salt, 
25 hydrate, or solvate thereof. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) C1.5 alkyl, and 

C1.5 alkyl substituted by substituent(s) independently selected from the group 
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consisting of: 

®OXO, 

°carbocyclic aryloxy, 

"carbocyclic aryloxy substituted by halogen, 
^carbocyclic aryloxy substituted by alkyl, 
•carbocyclic aryloxy substituted by C,_ 5 alkoxy, 
•mono-Ci.5 alkylamino, 
e di-Ci. 5 alkylamino, 
•mono-carbocyclic arylamino, 
•di-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by halogen, 
•di-carbocyclic arylamino substituted by halogen, 
•C 3 . 6 cycloalkyl, 
•carbocyclic aryl, 

•carbocyclic aryl by substituent(s) independently selected from the group 
consisting of: 

••halogen, 

••C1.5 alkyl, and 
alkoxy, 
•heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

••C1.5 alkyl, 

••Ci_ 5 alkoxy, and 

-carbocyclic aryl, 
(ii) C 2 .5 alkenyl, and 

C2.5 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
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•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

° °halogen, and 

••nitro, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•cyano, 

•nitro, 

•carbamoyl, 

•Ci-5 alkyl, 

•C1-5 alkyl substituted by halogen, 
•C1.5 alkyl substituted by hydroxy, 
•C1.5 alkoxycarbonyl, 
•C1-5 alkoxy, 

•C1.5 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, and 

••carbocyclic aryl, 
•carbocyclic aryloxy, and 
•carbocyclic aryloxy substituted by C]. 5 alkoxy, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 
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•nitro, 
•amino., 
»C M alkyl, 

°C]. 5 alkyl substituted by halogen, 
5 -Ci-j alkoxy, 

•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
«carbocyclic aryloxy substituted by alky], 
•carbocyclic aryloxy substituted by C]. 5 alkoxy, 
10 Tnono-Ci.5 alkylamino, 

•di-0^5 alkylamino, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by halogen, 
•carbocyclic aryl substituted by nitro, and 
15 'heterocyclyl; 

, wherein carbocyclic aryl is phenyl; 

heterocyclyl is 1,2,3-triazolyl, lif-indolyl, lif-pyrrolyl, 9ff-xanthenyl, 
benzo[2,l,3]oxadiazolyl, benzo[l,2,5]oxadiazolyl, fliryl, isoxazolyl, pyridyl, 
quinolyl, quinoxalyl, thiazolyl, or thienyl; and 
20 halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R] is selected from the group consisting of: 
(i) Cw alkyl, and 

Cj.5 alkyl substituted by substituent(s) independently selected from the group 
25 consisting of: 

"carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
•carbocyclic aryloxy substituted by C]. 5 alkyl, 
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•carbocyclic aryloxy substituted by C]. 5 alkoxy, 
«mono-Ci_ 5 alkylamino, 
°di-Ci„ 5 alkylamino, 
°mono-carbocyclic arylamino, 
°di-carbocyclic arylamino, 

°mono-carbocyclic arylamino substituted by halogen, 
•di-carbocyclic arylamino substituted by halogen, 
•carbocyclic aryl, 

•carbocyclic aryl by substituent(s) independently selected from the group 
consisting of: 

••halogen, 

••Q.5 alkyl, and 

"Cu alkoxy, 

and 

•heterocyclyl, 
(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 



•nitro, 
•hydroxy, 
•cyano, 
•C,_ 5 alkyl, 

•Ci_ 5 alkyl substituted by halogen, 
•C1.5 alkoxycarbonyl, 
°C]_ 5 alkoxy, 

•Cu alkoxy substituted by halogen, 
•carbocyclic aryloxy, and 
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•carbocyclic aryloxy substituted by Ci_ 5 alkoxy, 
(iii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
5 "halogen, 
°nitro, 
-Ci-5 alkyl, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
> •carbocyclic aryloxy substituted by C 3 . 5 alkyl, 

•carbocyclic aryloxy substituted by C1.5 alkoxy, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by halogen, 
•carbocyclic aryl substituted by nitro, and 
•heterocyclyl; 

wherein carbocyclic aryl is phenyl; 
heterocyclyl is lif-indolyl, l//-pyrrolyl, 9#-xanthenyl, 
benzo[2,l,3]oxadiazolyl, benzo[l,2,5]oxadiazolyl, furyl, isoxazolyl, pyridyl, 
thiazolyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-methoxybenzamide; 

3- bromo-N-(cis-4-{[4-(dimethylaiiiino)qutnolin-2-yl]amino}cycIohexyl)-benzamide; 

4- bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-benzamide; 
N-(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino} cyclohexyl)-2, 1 ,3-benzoxadiazole-5- 

carboxamide; 
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3- chloro-N-(cis-4-{[4-(diraethylamino)quinolm-2-yl]amino}cyclohexyl)-benzamide; 

4- chloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-benzamide; 
4-chloro-N-(cis-4-{[4-(dimethylamino)quinoHii-2-yl]amino}cyclohexyl)-3-nitroben2amide; 
3-cyano-N^cis-4-{[4<dimethylamino)quinolin-2-y]]amino}cyclohexyl)-benzamide; 

5 3,5-dichloro-N-(cis-4- { [4-(dimethylamino)qu molin-2-y]]amino} -cycJohe.xyl)benzamide; 

3 ,4-dichloro-N-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino} -cyclohexyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]aniino}cyclohexyl)-2,2-diphenylacetamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]aniino}cyclohexyl)-3,4-difluorobenzamide; 

N-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino} cyclohexyl)-3 , 5 -difluorobenzamide; 
1 0 N-(cis-4- { [4-(dimethylamino)quinoIin-2-y I] amino } cycIohexyI)-4-fluorobenzamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyc]ohexy])-3-fluoro-5- 
(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-4-methyl-3-nitrobenzamide; 

N-(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino } cyclohexyl)-3 -nitrobenzamide; 
15 N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-phenoxybutanamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-phenoxypropanamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexy3)-3-methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-(trifluoromethoxy)- 
benzamide; 

20 4-bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3- 
methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)quinoIin-2-yI]amino}cyclohexy])-3-iodobenzamide; 
3-chloro-N-(cis-4-{[4-(dimethyIamino)quinolin-2-yl]amino}cyclohexy])-2,4- 
difluorobenzamide; 

25 N-(cis-4-{[4-(dimethylamino)qutaolin-2-yl]amino}cyclohexyl)-2,5-dimethyl-3-furamide; 

3-chloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-4-fluorobenzamide; 
N-(cis-4-{[4-(dimethylamino)quinolin-2-y]]amino}cyclohexyl)-3-fluoro-4- 
methylbenzamide; 
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N-(cis-4-{[4-(dimethylamino)quinofc 

N-(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino} cyclohexyl)-3 3 5-bis(trifluoromethy])- 
benzamide; 

(2E)-N-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino} cyclohexyl)-3 -(4-nitrophenyl)- 
5 acrylamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-4-fluoro-3- 
methylbenzamide; 

2,5 -dichloro-N-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino } -cyclohexyl)thiophene-3 - 
carboxamide; 

10 2-(4-chlorophenoxy)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)- 
acetamide; 

3-(2-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)-5- 
methylisoxazole-4-carboxamide; 

1 -(4-chlorophenyl)-N-(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino} -cyclohexy 1)- 
1 5 cyclopentanecarboxamide; 

3-(2-chloro-6-fluorophenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
5~methylisoxazole-4-carboxamide; 

N-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino} cyclohexy l)-3 -fluorobenzamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-4-fluoro-3- 
20 (trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethyIamino)quinolin-2-yI]amino}cyclohexyl)-5-methyI-2-phenyl-2H- 
1 ,2,3-triazoIe-4-carboxamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-(4-methoxyphenoxy)-5-nit 
robenzamide; 

25 N-(cis-4-{[4-(dimethyJamino)qi»"nolin-2-yI]amino}cyc]ohexyl)-5-nitro-2-furamide; 

N-{cis-4-{[4-(dimetJjyJamino)quinolin-2-y]]amino}cyclohexyl)-2-phenoxyacetamide; 

N-(cis-4-{[4-(dimetl)ylamino)quinolin-2-yl]ainino}cyclohexyl)quinoxaline-2-carboxamide; 

2-(3-chlorophenoxy)-N-(cis-4-{[4-(dimethy]amino)quinolin-2-yl]amino}-cyclohexyl)- 
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acetamide; 

3-(2,6-dichlorophenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yI]ammo}-cycIohexyl) 
metIiylisoxazole-4-carboxamide; 

N^cis-4-{[4-(dimethyIamino)quinoIin-2-yl]amino}cyclohexyl)-2-phenoxynicotinamide; 
5 N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} cyclohexyl)-2-(4-methylphenoxy)- 

nicotinamide; 

N-(cis-4~ { [4-(dimethylamino)quinolin-2-yl]amino} cycJohexyl)-2-(2-thienyl)- 1 ,3 -thiazole-4- 
carboxamide; 

5-bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]ammo}cyclohexyl)-thiophene-2- 
10 carboxamide; 

N-(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino} cyclohexyI)-2-(2,3 ,6-trichlorophenyl)- 
acetamide; 

5-(4-chloro-2-nitrophenyl)-N<cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyc 
-furamide; 

1 5 5-chloro-N-(cis-4-{ [4-(dimethyIamino)quinolin-2-yl]amino} cyclohexyl)-thiophene-2- 

carboxamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-5-i6do-2-furamide; 
N-(cis-4-{[4-(dimethylamino)quinolin-2-y]]amino}cyclohexyl)-2-(2-iodophenyl)acetamide; 
N<cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-(5-niethoxy-2-methyl-lH-i 
20 ndol-3-yl)acetamide; 

(2E)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-(3-nitrophenyl> 
acrylamide; 

2,2-bis(4-chlorophenyl)4^-(cis-4-{[4-(dimethylaraino)quinolin-2-yl]-amino}cyclohexy])- 
acetamide; 

25 N-(cis-4-{[4-(dimethy]aniiijo)quinolin-2-yl]amirio}cyclohexyl)-5-nitrothiophene-2- 
carboxamide; 

N-(cis-4-{[4-(dimethyIamino)qHinolin-2-yI]amino}cyclohexyl)-3-methyl-4-nitrob 
N-(cis-4-{[4-(dimethykramo)quinoiin-2-yl]amino}cyclohexyl)-3-methoxy-4- 
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nitrobenzamide; 

5-bromo-N-(cis-4-{[4-(dimethylainino)qiiinolin-2-yl]araino}cyclohexyl)-2-furamide; 
4 3 5-dibromo-N-(cis-4-{[4<dimethylamino)quinolin-2-yl]mniiio}-cycIohexyI)thiophene-2- 
carboxamide; 

5 4,5-dibromo-N-(cis-4-{[4-(dimethy)aniino)quino]in-2-yl]amino}-cyclohexyl)-2-furamide; 

N-(cis-4- { [4-(dimethylamino)quinolin-2-yljamino} cyclohexyl>2-(l H-indol-3 -yl)acetamide; 
N-(cis-4- { [4-(dimethyIamino)quinoIin-2-yI]amino} cyclohexyI)-2-(l H-indol-3 -yl)-4-oxo-4-p 
henylbutanamide; 

N-(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino} cyclohexyl)-2-(2-phenyl- 1 H-indol-3 - 
10 yl)acetamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-(2,4 ; 6-n-ichlorophenoxy)-a 
cetamide; 

3-(beivzyloxy)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)-4- 
methoxybenzamide; 

1 5 N-(cis-4-{ [4-(dimethylaraino)quinolin-2-yl]amino} cycJohexy])-2-phenoxybenzamide; 

TSf-(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino} cyclohexyl)-2-phenylquinoline-4- 
carboxamide; 

N-(cis-4-{[4-(dimethyIamino)quinoIin-2-yl]amino}cyclohexyl)-5-(3-nitrophenyl)-2- 
fiiramide; 

20 N-(cis-4- { [4-(dimethylamino)quino3in-2-y]]amino} cyclohexyl)-5-nitrothiopbene-3- 

carboxamide; 

N-(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino} cyclohexyl)- 1 -methyl-4-nitro- 1 H- 
pyrrole-2-carboxamide; 

N-(cis-4- { [4-(dimethyIamino)quinolin-2-yI]amino} cyclohexyl>4-nitrobenzamide; 
25 N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-methoxy-4- 
nitrobenzamide; 

N-(cis-4-{[4-(diraethylamino)quinolin-2-yi]aniino}cyclohexyl)-3-fluoro-4- 
(trifluoromethyl)benzamide; 
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N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3,5-dimethyl-4- 
nitrobenzamide; 

N-(cis-4- { [4-(dimethylamino)quinoIin-2-yl]amino] cyclohexyl)-2-mesityl-2-oxoacetamide; 
5-chloro-N-(cis-4-{[4-(dimethylamino)quinoIiii-2-yl]aniino}cycJohexyl)-2- 
5 hydroxybenzamide; 

N-[(cis-4-{[4-{dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-3- 
methoxybenzamide; 

3-bromo-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methyl]- 
benzamide; 

10 4-bromo-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yI]amino}cyclohexyl>methyl]- 
benzamide; 

N-[(cis-4- { [4-(dimethylamino)quino]in-2-yl]amino} cyclohexyl)methyl]-2, 1 ,3- 
benzoxadiazole-5 -carboxamide; 

3- chloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methyl]- 
15 benzamide; 

4- chloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methyl]- 
benzamide; 

4-chloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methyl]-3- 
nitrobenzamide; 

20 3 -cyano-N-[(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino } cyclohexyl)-methyl]benzamide; 

3 5 5-dichloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)methyl]- 
benzaraide; 

3,4-dichloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]araino}-cyclohexyl)methyl]- 
benzamide; 

25 N-[(cis-4- { [4-(dimethylamino)quinoIin-2-yl]amino } cyclohexyl)mcthyl]-2,2- 

diphenylacetamide; 

N-[(cis-4-{[4-(dimethy]ammo)quinolin-2-y]]amino}cyclohexyl)methy]]-3,4- 
difluorobenzamide; 
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N-[(cis-4-{[4-(diraethylamino)quinoliji-2-yl]amino}cyclohexyl)rnethyl]-3,5- 
difluorobenzamide; 

N4(cis-4-{[4-(dimethylamino)quinoIin-2-yl]amino}cyclohexyl)methyl]-4-fluorobenzamid 
N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-3-fluoro-5- 
5 (trifluoromethyl)benzamide; 

N-[(cis-4- { [4-(dimetiiylamino)quinolin-2-yl]amino} cyclohexy l)methy l]-4-methyl-3- 
nitrobenzamide; 

N-[(cis-4-{[4-(diinediylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-3-nitrobenzamide; 

N-[(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino} cyclohexyl)methyl]-2- 
1 0 phenoxybutanamide ; 

N-[(cis-4-{[4-(diraethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-2- 
phenoxypropanamide; 

N-[(cis-4- { [4-(diraethylamino)quinolin-2-yl3amino} cyclob.exyl)methyl]-3 - 
methylbenzamide; 

15 N-[(cis-4-{[4-(dimethy]amino)quinolin-2-y]]araino}cyc]ohexyl)methyl]-3- 
(trifluoromethoxy)benzamide; 

4-brorao-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methyl]-3- 
methylbenzamide; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-3-iodobenzamide; 
20 3-chloro-N-[(cis-4-{[4-(dimethylaraino)quinolin-2-yl]amino}cyclohexyl)-methyl]-2,4- 
difluorobenzamide; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-2,5-dimethyl-3- 
furamide; 

3-chloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methyl]-4- 
25 fluorobenzamide; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-3-fluoro-4- 
methylbenzamide; 

N-[(cis-4-{[4-(dimethylamino)quinoIin-2-yl]amino}cyclohexyl)methyl]-3,5- 
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dimethoxybenzamide; 

N-[(cis-4-{[4-(dimethylamino)quinoIin-2-yl]amino}cyclohexyI)methyl]-3,5- 
bis(trifluoromethyl)benzamide; 

(2E)-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methyl]-3-(4- 
5 nitrophenyl)acr>'lamide; 

N-[(cis-4- { [4-(dimethy lammo)quinolin-2-yl]amino } cyclohexyl)methyl|-4-fluoro-3- 
methylbenzamide; 

2,5-dichloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)methyl]- 
thiophene-3-carboxamide; 
10 2,6-dichloro-N-[(cis-4-{[4-(dimethylaitiino)quinolin-2-yl]amino}-cyclohexyl)methyl]- 
benzamide; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-2 5 4 5 6- 
trimethylbenzamide; 

2^,6-trichloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)methyl]- 
15 benzamide; 

(2E)-3-(2-chlorophenyl)-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
methyl]acrylamide; 

5-bromo-N-[(cis-4-{f4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methyl]thiophene- 
2-carboxamide; 

20 N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-2-(2,3 3 6- 
trichlorophenyl)acetamide; 

5-(4-chloro-2-nitrophenyl)-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}- 
cyclohexyl)methyl]-2-furamide; 

5-chloro-N-[(cis-4-{[4-(dimethyIamino)qumolin-2-yl]amino}cyclohexyl)-methyl]thiophen 
25 2-carboxamide; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-5-iodo-2-furamide; 
N-[(cis-4-{[4-(dimethylaraino)quM 
acetamide; 
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(2E)-N-[(cis-4-{[4-(dimethylaraino)quinolin-2-yl]amino}cyclohexyl)-rnethyl]-3-(3- 
nitrophenyI)acryIamide; 

2 5 2-bis(4-chlorophenyl)-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yI]amino}cyclohexyl)- 
methyl]acetamide; 

5 N-[(cis-4-{[4-(dimethylmnino)quinolin-2-yl]amino}cyclohcxyl)mcthyl]-5-nitrothiophcne-2- 
carboxamide; 

N-[(cis-4-{[4-(dimethyIamino)quinolin-2-yl]amino}cyclohexyl)methyl]-3-methyl-4- 
nitrobenzamide; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-3-methoxy-4- 
10 nitrobenzamide; 

N-[cis-4-(4-methyl-quinolin-2-ylaraino)-cycIohexyl]-2-phenoxy-nicotinamide; 
3,4-difluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

3.4- difluoro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

2- phenoxy-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

15 3-chloro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexy3]-benzamide; 

N-[cis-4-(4-chloro-quinolin-2-ylamino)-cyclohexyl]-2-phenoxy-nicotinamide; 

3- methyl-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3-methoxy-N-[cis-4-(quinolin-2-y]amino)-cyc]ohexyl]-benzamide; 
3-chloro-N-[cis-4-(quinolin-2-ylamino)-cyc]ohexyl]-benzamide; 

20 5-nitro-thiophene-3-carboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 

5-nitro-thiophene-3-carboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)- 
cyclohexyl] -amide; 

3-chloro-4-fluoro-N-[cis-4-(qumolin-2-y]amino)-cyclohexyl]-benzamide; 

3.5- dimethoxy-K-[cis^-(quinoltn-2-ylamino)-cyclohexyl]-benzamide; 
25 3,4-dichloro-N-[cis-4-(qtiinolin-2-ylamino)-cyclohexyl]-benzaraide; 

benzo[2,3,l]oxadiazole-5-carboxylicacid [cis-4-(quino1in-2-ylaniino)-cyclo1iexyl]-amide; 

3-methyl-N-[cjs-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

3-methoxy-N-[cis-4-(4^Tietbyl-qtimolin-2-y]amino)-cyclohexyl3-benzaraide; 
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4-cyano-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
1 -methyl-4-nitro- 1 H-pyrrole-2-carboxylic acid [cis-4-(quinolin-2-ylamino> 

cyclohexyl]-amide; 

9H-xanthene-9-carboxylic acid [cis-4-(quinoIin-2-yIamino>cyciohexyl]-amide; 
5 5-(4-chloro-phenyl)-furan-2-carboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexy]]-amide; 

3- nitro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

4- fluoro-3-methyl-N-[cis-4-(quinoIin-2-ylamino)-cyclohexyl]-benzamide; 
3-bromo-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

2- (2-bromo-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 
1 0 3-cyano-N-[cis-4-(quinoIin-2-ylaraino)-cyclohexyl]-benzamide; 

N-[cis-4-(quinolm-2-ylamino)-cyclohexyl3-trif!uoromethyl-benzamide; 

N-[cis-4-(4-chloro-quinolin-2-ylamino)-cyclohexyl]-3,4-difluoro-benzamide; 

3,4-dichloro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

3- chloro-4-fluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
15 4-fluoro-3-methyl-N-[cis-4-(4-metiiyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

1 -methyl-4-nitro- 1 H-pyrrole-2-carboxylic acid [cis-4-(4-methyl-quinolin-2-y]amino)- 
cyclohexyl]-araide; 

9H-xanthene-9-carboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyI]-amide; 

5- bromo-fiiran-2-carboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-amide; 
20 N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-2-»2-tolyloxy-acetamide; 

N-[cis-4-(quinolin-2-ylamino)-'cyclohexyl]-2-w-tolyloxy-acetamide; 
2,2-diphenyl-N-[cis-4-(quinolin-2-yIamino)-cyclohexyI]-acetamide; 
5-bromo-fiiran-2-carboxylic acid [cis-4-(quino]in-2-ylamino)-cyclohexyl]-amide; 
benzo[2,3,l]oxadiazole-5-carboxylic acid [cis-4-(4-methyl-quino!in-2-ylaraino)- 
25 cyclohexyl]-amide; 

3-bromo-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]43enzaraide; 
3-cyano-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
N-[cis-4-(4-methyl-quinolin-2-ylammo)-cyclohexyl]-3-trifluoromethyl-benzamide; 
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N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-2,2-diphenyl-acetamide; 
2-(4-fluoro-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 
2-(4-fluoro-phenoxy)-N-[cis^-(4-methyI-quinolin-2-yIamino)-cycIohexyt]-nicotinamide; 
2H'3,4-difluoro-phenoxy)-N-[cis^-(quinolin-2-ylainino)-cyclohexylj-nicotinainide; 
5 2-(3,4-difluoro-phcnoxy)-N-[cis-4-(4-me%]-qujno]jn-2-y]amino)-cyc]ohexy]]- 
nicotinamide; 

N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-2-j3-tolyloxy-nicotinamide; 

N-[cis-4-(4-methyl-quinolin-2-ylamino)-cycIohexyI]-2-^-toIyIoxy-nicotinamide; 

2-(4-chloro-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 
10 2-(4-chloro-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

2-(4-bromo-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

2-(4-bromo-phenoxy)-N-[cis-4<4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

2-(4-methoxy-phenoxy)-N-[cis-4-(quinolin-2-ylamirio)-cyclohexyl]-nicotinaraide; 

2-(4-methoxy-phenoxy)-N-[cis-4-(4-methyl-quinolm-2-ylamino)-cyclohexyI]-nicotinamide; 
15 2-(3-chloro-4-fluoro-phenoxy)-N-[cis-4-(qumolin-2-ylaraino)-cyc]ohexyl]-nicotinamide; 

2-(3-chloro-4-fluoro-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-y]amino)-cyclohexyl]- 
nicotinamide; 

N-[cis-4-(quinolin-2-yIamino)-cyclohexyl]-2-?n-tolyloxy-nicotinaniide; 
N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-2-m-tolyloxy-nicotinamide; 
20 2-(3-methoxy-phenoxy)-N-[cis-4-(4-methy3-quinolin-2-y]amino)-cyclohexyl]-acetamide; 

2-(3-chloro-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-acetamide; 
2-(3-chloro-4-fluoro-phenoxy)-N^cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]- 
acetamide; 

2-(3,4-dichloro-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-acetamide; 
25 C-(methyl-phenyl-atnino)-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-acetamide; 
2-(3,4-dichloro-phenylamino)-N-[cis^-(4-methy]-quinolin-2-y]aniino)-cyclohexyl]- 
acetamide; 

2-(3-methoxy-phenoxy)-N-[cis-4-(qtiinolin-2-ylamino)-cyclohexyl]-acetamide; 
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2-(3-chloro-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 
2-(3-chloro-4-fluoro-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 
2-(3,4-dichloro-phenoxy)-N-[cis-4-(quinoIin-2-ylamino)-cyclohexyl]-acetamide; 
C-(methyl-phenyl-amino)-N-[cis-4-(quinoIin-2-y]amino)-cyclohexyl]-acetamide; 

2- (3,4-dichloro-phenylammo)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 

3- hydroxy-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-isophthalamic acid methyl ester; 
N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-3-trifluoromethoxy-benzamide; 
N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-bis-trifluoromethyl-benzamide; 
N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyc]ohexyl]-3-trifluoromethoxy-benzamide; 
N-[cis-4-(4-amino-quinolin-2-ylamino)-cyclohexyl]-3,4-difluoro-benzamide; 
C-(ethyl-phenyl-amino)--N-[cis-4-(quinolin-2-y]amino)-cyclohexyl]-acetamide; 
C-(ethyl-phenyl-amino)-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-acetamide; 
3-hydroxy-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
2-amino-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 
23-difluoro-N-[cis-4-(4-metbyl-qumolin-2-ylamino)-cyclohexyl]-benzamide; 

2.4- difluoro-N-[cis-4-(4-methyl-quinolin-2-ylaraino)-cyclohexyl]-benzamide; 

2.5- difluoro-N-[cis-4-(4-methyI-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
2 ; 6-difluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3,5-difluoro-N-[cis-4-(4-methyI-quinolin-2-ylaraino)-cyclohexyl]-benzamide; 
C-[(4-chloro-phenyl)-ethyl-amino]-N-[cis-4^4-methyl-qiiinoliri-2-ylaiTimo)-cyclohexyl]- 



4-chloro-3-fluoro-N-[cis-4-(4-methy]-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
4-fluoro-N-[cis-4-(4-methyl-quinoIin-2-ylamino)-cyclohexyl]-benzamide; 

3- fluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
2-fluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

4- chloro-N-[cis-4^4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
N-[cis-4-(4-methyl-quinolin-2-yIaraino)-cyclohexyl]-isophthalamic acid methyl ester; 
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3.5- difluoro-N-[cis-4-(quinolin-2-ylaraino)-cyclohexyl]-benzamide; 
4-chloro-3-fIuoro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide: 
C-[(4-chloro-phenyI)-ethyl-amino]-N-[cis^-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 
6-chloro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

5 6-dimethylamino-N-[cis-4-(4-mediyl-quinolin-2-ylainino)-cyclohexyI]-nicotinamide; 

3-hydroxymethyl-N-[cis-4-(4-methyl-quinolb-2-ylamino)-cyclohexyl]-benzamide; 
N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyc]ohexy]]-isophtha]amide; 

3- chloro-5-fluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3,4,5-trifluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

10 pyridine-2-carboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)-cycIohexyl]-amide; 

4- chloro-pyridine-2-carboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)- 
cyclohex)d]-amide; 

5- bromo-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 
N4^cis-4-(4-rnethyl-quinolin-2-ylamino)-cyclohexyl]-6-1xifIuoromethyl-nicotinaniide; 

15 3,4-difluoro-N-[cis-4-(4-methyl-quinoIin-2-yIamino)--cyclohexyImethyI]-benzamide; 

N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexylmethyl]-2-phenoxy-nicotinamide; 

N-[cis-4-(4-dimethylamino-quinolm-2-ylamino)-cyclohexylmethyl]-3,4-difluoro-benzamide; 

3,4-difluoro-N-[cis-4-(quinolin-2-ylamino)-cyclohexylmethyl]-benzamide; 

2-phenoxy-N-[cis-4-(quinolin-2-ylamino)-cyclohexylmethyl]-nicotinamide; 
20 4-methyl-N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}benzamide; 

2-(4-chlorophenoxy)-N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}acetamide; 

3 5 4,5-trimethoxy-N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}benzamide; 

2-(3 ,4-difluorophenyl)-N- { cis-4-[(4-methylquinolin-2-yl)amino] cyclohexyl} acetamide; 

2-(2-bromo-4,5-dinietiioxyphenyl)-N-{cis-4-[(4-methylquinolin-2-yl)amiiio]cyclo})exy]}- 
25 acetamide; 

2.6- dimethoxy-N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}nicotinamide; 
N-{cis-4-[(4-methylqumolin-2-yl)araino]cyclohexyl}-4-(trifluoromethoxy)benzamide; 
5-chloro-N-[cis-4-(4-methyl-quinolin-2-ylammo)-cyclohexyl]-nicotinamide; and 
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5-fluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 
5 3-bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-benzamide; 

N_(ci s _4_{[4.(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2,l,3-benzoxadiazole-5- 
carboxamide; 

3- chloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]ammo}cyclohexyl)-benzamide; 

4- chloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-benzamide; 

10 4-chloro-N-(cis-4-{[4-(dimethyIamino)quinolin-2-yl]amino}cyclohexyl)-3-nitrobenzamide; 

3,4-dichloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)benzamide; 

N-(cis-4-{[4<dimethylaniino)quinolin-2-yl]amino}cyclohexy])-3,4-difluorobenzamide; 

N.(cis-4-{[4<dimethylamino)quinolin-2-yl]amino}cyclohexyl)-4-fluorobenzamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-nitrobenzamide; 
15 N-(cis-4-{[4-(dimemylamino)quinolin-2-yl]amino}cyclohexyl)-2-phenoxybutanamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-phenoxypropanamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-methylbenzamide; 

4-bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3- 
methylbenzamide; 

20 N-(cis-4-{[4-(dimemylamino)quinolin-2-yl]amino}cyclohexyl)-2 5 5-dimethyl-3-furamide; 

3-chloro-N-(cis-4-{[4-(djmethylamino)quinolin-2-yl]amino}cyclohexyl)-4-fluorobenzamide; 
K-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3 J 5-dimethoxybenzamide; 
N-( c js-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-4-fluoro-3- 
metbylbenzamide: 

25 2-(4-chlorophenoxy)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)- 
acetamide; 

3-(2-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)-5- 
methylisoxazole-4-carboxamide; 
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3-(2-chloro-6-fluorophenyl)-N-(cis-4-{[4-(dimethylamino)qujnolin-2-yl]amino}cyclohexyl)- 
5-methylisoxazole-4-carboxamide; 

N-(cis-4- { [4-(dimethyIamino)qm'noIin-2-yI]ammo } cyclohexyl)-4-fluoro-3 - 
(trifluoromethyl)benzamide; 
5 N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} cyclohexyl)-2-(4-methoxyphenoxy)-5- 

nitrobenzamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-5-nitro-2-furamide; 
N-(cis-4-{[4-(dimethylamino)quinolin-2-y]]amino)cyclohexyl)-2-phenoxyacetamide; 

2- (3 -chlorophenoxy)-N-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino} -cyclohexyl)- 
10 acetamide; 

3- (2,6-dichlorophenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)-5- 
methylisoxazole-4-carboxamide; 

N<cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-phenoxynicotinamide; 
N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-(4-methylphenoxy)- 
1 5 nicotinamide; 

N-(cis-4-{[4-(dimethylamino)qutaolin-2-yl]amino}cyclohexyl)-2-(2-thienyl)-l,3-thiazole-4- 
carboxamide; 

N-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino } cyclohexyl)-2-(2,3 , 6-trichlorophenyl)- 
acetamide; 

20 N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-5-iodo-2-furamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-5-nitrothiophene-2- 
carboxamide; 

N-(cis-4-{[4-(dimethylamino)quinoIin-2-yl]amino}cyclohexyl)-3-methyl-4-nitrobenzamide; 
N-(cis-4-{[4-(dimethylamino)quinolin-2-y!]amino)cyclohexyl)-3-methoxy-4- 
25 nitrobenzamide; 

5-bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-fiiramide; 
4,5 -dibromo-N-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino} -cyclohexyl)-2-fliramide; 
N-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino} cyclohexyl)-2-( 1 H-indol-3 -yl)acetamide; 
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N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-5-(3-nitrophenyl)-2- 
fur amide; 

N-(cis-4- { [4-(dimethyIam ino)qu inoIin-2-y I]amino } eye Iohexy l)-5-nitrothiophene-3 - 
carboxamide; 

5 N-(cis-4-{[4-(dimetiiylamijno)quinolin-2-yl]amino}cyclohexyl)-l-methyl-4-nitro-2H- 
pyrrole-2-carboxamide; 

N-(cis4-{[4-(dimethy]amino)quino]in-2-yl]amino}cyc]ohexy])-4-nitrobenzarnide; 
N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-fluoro-4- 
(trifluoromethyl)benzamide; 
10 3-bromo-N-[(cis4-{[4-(dimethylamino)quinolm-2-yl]amino}cyclohexyl)-methyl]- 
benzamide; 

N-[(cis-4-{ [4-(dimethylamino)quinolin-2-yl]amino} cyclohexyl)methyl]-2, 1,3- 
benzoxadiazole-5-carboxamide; 

3- chloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methyl]- 
15 benzamide; 

4- chloro-N-f(cis-4-{[4-(dimethylammo)quinolin-2-yl]amino}cyclohexyl)-methyl]- 
benzamide; 

4-chloro-N- [(cis-4- { [4-(dimethylaraino)quinolin-2-yl] amino } cyclohexyl)-methyl]-3 - 
nitrobenzamide; 

20 3 ,4-dichloro-N-[(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino} -cyclohexyl)methyl]- 

benzamide; 

N-[(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino} cyclohexyl)methyl]-3,4- 
difluorobenzamide; 

N-[(cis-4-{[4-(dimethylamino)quino]in-2-yl]amino}cyclohexyl)methyl]-4-fluorobenzamide; 
25 N-[(cis-4-{[4-(dimethylatnino)qutnoIin-2-yl]amino} cyclohexyl)methyl]-3-nitrobenzamide; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-2- 
phenoxybutanamide; 

N-[(cis-4-{[4-(dimethykmino)qBinolin-2-yl]amino}cyclohexyl)m6thyl]-2- 
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phenoxypropanamide; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]araino}cyclohexyl)methyl]-3- 

methylbenzamide; 

4-bromo-N-[(cis-4- { [4-(dimethylamino)quinolin-2-yl]amino} cyclohexyl)-methyl]-3- 
5 methylbenzamide; 

N-[(cis-4-{[4-(dimethylamino)quinotin-2-y!]amino)cyciohexyl)methyl]-2,5-dimethyl-3- 
furamide; 

3-chloro-N-[(cis-4-{[4-(dimethy3amino)quinolin-2-yI]amijio}cyclohexyl)-methyl]-4- 
fluorobenzamide; 

10 N-[(cis-4-{[4<dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-3,5- 
dimethoxybenzamide; 

N-[(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino} cyclohexyl)methyl]-4-fluoro-3 - 
methylbenzamide; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-2,4,6- 
15 trimethylbenzamide; 

2,4,6-trichloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)methyl]- 
benzamide; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyc]ohexyl)methyl]-2-(2,3 3 6- 
trichlorophenyl)acetamide; 
20 N-[(cis-4-{[4-(dimethylamino)qumoIin-2-yl]amino}cyclohexyl)methyl]-5-iodo-2-furamide; 

N-[(cis-4- { [4-(dimethyIamino)quinolin-2-yl]amino} cyclohexyl)methyl]-5-nitrothiophene-2- 
carboxamide; 

N-[(cis-4- { [4-(dimethylamino)quinoIin-2-yl] amino} cyclohexyl)methyl]-3 -methyl-4- 
nitrobenzamide; 

25 N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-3-methoxy-4- 
nitrobenzamide; 

N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyc]ohexyl]-2-phenoxy-nicotinamide; 
3,4-difluoro-N-[cis-4-(4-metbyl-quinolm-2-ylamino)-cyclohexyl]-benzamide; 
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• 3,4-difluoro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

2- phenoxy-N-[cis-4-(qiiinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

3- chloro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohex3d]-benzamide; 
3-methyl-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

5 3-methoxy-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3-chloro-N-[cis-4-(quinolin-2-ylamino)-cyclohexy]]-benzamide; 
5-nitro-thiophene-3-carboxylic acid [cis-4-(quinolin-2-y]amino)-cyclohexyl]-amide; 
5-nitro-thiophene-3-carboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)- 
cyclohexyl]-amide; 

10 3-chloro-4-fluoro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

3,5-dimethoxy-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3,4-dichloro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
benzo[2,3,l]oxadiazole-5-carboxylicacid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 

3- methyl-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
15 3-methoxy-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

4- cyano-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

1 -methyl-4-nitro- 1 H-pyrrole-2-carboxylic acid [cis-4-(quinolin-2-ylamino)- 
cyclohexyl]-amide; 

9H-xanthene-9-carboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 
20 3-nitro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

4-fluoro-3-methyl-N-[cis-4-(quino]in-2-ylamino)-cyclohexyl]-benzamide; 
3-bromo-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]43enzamide; 

2- (2-bromo-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

3- cyano-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

25 N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-trifluoromethy]-benzamide; 

N-[cis-4-(4-chloro-quinolin-2-ylamino)-cyclohexyl]-3,4-difluoro-benzamide; 
3,4-dichloro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]4oenzamide; 
3-chloro-4-fluoro-N-[cis-4-(4-me1hyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
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4- fluoro-3-methyl-N-[cis-4-(4-me1iiyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

1- methyl-4-nitrolH-pyrrole-2-carboxylic acid [cis-4-(4-methyl-quino]in-2-ylamino)- 

cyclohexyl]-amide; 

9H-xanthene-9-carboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)-cyc]ohexyl]-araide; 
5 5-bromo-furan-2-carboxylic acid [cis-4-(4-methy]-quinolin-2-ylamino)-cyclohexyl]-amide; 

N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-2-/H-tolyloxy-acetamide; 
N-[cis-4<quinolin-2-ylamino)-cyclohexyl]-2-??z-tolyloxy-acetamide; 
2,2-diphenyl-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 

5- bromo-furan-2-carboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 
10 benzo[2,3,l]oxadiazole-5-carboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)- 

cyclohexyl]-amide; 

3-bromo-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3-cyano-N4cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
N-[cis-4<4-methyl-quinolin-2-ylamino)-cyclohexyl]-3-trifluoromethyl-benzamide; 
15 N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-2,2-diphe!nyl-acetamide; 

2- (4-fluoro-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 
2-(4-fluoro-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 
2-(3 ; 4-difluoro-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-nicotinaraide; 
2-(3,4-difluoro-phenoxy)-N-[cis-4<4-methyl-quinolin-2-ylamino)-cyclohexyl]- 

20 nicotinamide; 

N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-2-p-tolyloxy-nicotinaraide; 

K^cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-2-p-tolyloxy-nicotinamide; 

2-(4-chloro-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

2-(4-chloro-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 
25 2-(4-bromo-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

2-(4-bromo-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinaraide; 

2-(4-methoxy-phenoxy)-N-[cis-4-(quinoIin-2-ylaraino)-cyclohexyl]-nicotinamide; 

2-(4-methoxy-phenoxy)-N-[cis^-(4-me1hyl^umolin-2-ylamino)-cyclohexyl]-nicotinam 
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2-(3-chloro-4-fluoro-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-y]amino)-cyclohexyl]- 
nicotinamide; 

N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-2-»?-tolyloxy-nicotinamide; 
N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-2-«i-tolyloxy-nicotinamide; 
5 2-(3-methoxy-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexy]]-acetamide; 
2-(3-chloro-phenoxy)-N-[cis-4-(4-raethyI-quinolin-2-ylamino>cyclohexyl]-acetamide; 
2-(3-chloro-4-fluoro-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]- 
acetamide; 

2-(3,4-dichloro-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-acetamide; 
10 C-(methyl-phenyl-amino)-N-[cis4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-acetamide; 
2-(3-methoxy-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 
2-(3-chloro-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 
2-(3-chloro-4-fluoro-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 

2- (3,4-dichloro-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 
15 C-(methyl-phenyl-amino)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 

N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-3-trifluoromethoxy-benzamide; 
N-[cis-4-(4-araino-qumolin-2-ylamino)-cyclohexyl]-3,4-difluoro-benzamide; 
C-(ethyl-phenyl-amino)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl3-acetamide; 
C-(ethyl-phenyl-amino)-N-[cis-4-(4-methyl-quinolin-2-y]aniino)-cyclohexyl]-acetamide; 
20 3-hydroxy-N-[cis-4-(4-methyI-quinolin-2-ylamino)-cyclohexyl]-benzaraide; 

2.4- difluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

3.5- difluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
C-[(4-chloro-phenyl)-ethyl-amino]-N-[cis-4-(4-methyl-quinolin-2-ylarnino)-cyclohexyl]- 

acetaraide; 

25 4-chloro-3-fluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexy]]-benzamide; 
4-fluoro-N-[cis-4-(4-methyI-quinolin-2-ylamino)-cyclohexyl]-benzamide: 

3- fluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

4- chloro-N-[cis-4-(4-methyl-quinolin-2-ylammo)-cyclohexyl]-benzamide; 
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N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-isophtha]amic acid methyl ester; 
3,5-difluoro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

4- chloro-3-fluoro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]--benzamide; 
C4(4-chloro-phenyl)-ethyl-amino]-N4cis-4<quinolin-2-ylamino)-cyclohexyl]-acetamide; 

5 6-chloro-N-[cjs-4-(4-methyl-quinolin-2-ylaraino)-cyclohexyl]-nicotinamide; 

3- chloro-541uoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzarnide; 
3,4 5 5-trifluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

5- bromo-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyi]-nicotinamide; 

4- methyl-N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}benzamide; 

10 2-(4-chlorophenoxy)-N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}-acetamide; 
3/ 3 5-trimethoxy-N-{cis-4-[(4-methylquinolm-2-yl)amino]cyclohexyl}benzamide; 
2-(3,4-difluorophenyl)-N-{cis-44J(4-methylquinolin-2-yl)amino]cyclohexyl}-acetarnide; 
2-(2-bromo^,5-dimethoxyphenyl)-N-{cis-4-[(4-me%lquinolin-2-yl)amino]-cyclohexyl}- 
acetamide; 

15 2,6-dimethoxy-N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}nicotinarnide; 

N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}-4-(trifluoromethoxy)-benzamide; 

5- chloro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinarnide; and 
5-fluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
20 In some embodiments of the present invention, Ri is selected from the group consisting of: 

Ci„i6 alkyl, and 

Ci.ie alkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

25 °carbocyclic aryl substituted by substituent(s) independently selected from 

the group consisting of: 
••halogen, 
••Ci„ 5 alkyl, 
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••Ci-5 alkyl substituted by halogen, 
"C1-5 alkoxy, and 

°°Ci. 5 alkoxy substituted by halogen, 
LisFonnula(XV); 
5 Y is -C(0)NR 5 -; 

wherein carbocyclic aryl is phenyl; and 
halogen is fluoro, chloro, or bromo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, Ri is selected from the group consisting of: 
10 C M6 alkyl, and 

Ci.u alkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
1 5 the group consisting of: 

••halogen, 
••C]. 5 alkyl, and 

••Cj.5 alkyl substituted by halogen, 
wherein carbocyclic aryl is phenyl; and 
20 halogen is fluoro, chloro, or bromo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention^ R 2 is methyl; p is 0; R 3 and R4 are both 
hydrogen; A and B are both single bonds; and R 5 is hydrogen: or a pharmaceutically acceptable salt, 
hydrate, or solvate thereof. 
25 In some embodiments, compounds of the present invention are of Formula (I) wherein the 

compound is selected from the group consisting of: 

cis-N-[(lR)-l-(4-bromophenyl)ethyl]-4-[(4-methylquinolin-2-yl)amino]- 
cyclohexanecarboxamide; 
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cis-N-{(lS)443,5-bis(trifluoromethyl)phenyl]ethyl}-4-[(4-methylquinolin-2-yl)amino]- 
cyclohexanecarboxamide; 

cis-N-[(lR)-l-(2-fluorophenyl)ethyl]-4-[(4-methylquinolin-2-yl)amino]- 
cyclohexanecarboxamide; 
5 cis-N-[(l S)-l-(2-fluorophenyl)ethyl]-4-[(4-methylquinolin-2-yl)amino]- 

cyc lohexanecarboxamidc ; 

c i s .4-[(4-methylquinolin-2-yl)amino]-N-{(lS)-l-[2-(trifluoromethyl)phenyl]ethyl}- 
cyclohexanecarboxamide; 

c is-4-[(4-methylquinolin-2-yl)amino]-N-{(lS)-l-[3-(trifluoromethyl)phenyl]e% 
10 cyclohexanecarboxamide; 

cis-N-[(lR)-l-(4-chlorophenyl)ethyl]-4-[(4-methylquinolin-2-yl)amino]- 
cyclohexanecarboxamide; and 

cis-N-[(l S)-l -(4-chlorophenyl)ethyl]-4-[(4-methylquinolin-2-yl)amino]- 
cyclohexanecarboxamide; 
15 or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 

cis-N-[(lR)-l-(4-bromophenyl)ethyl]-4-[(4-methylquinolin-2-yl)amino]- 
cyclohexanecarboxamide; 
20 cis-N-[(l S)-l -(2-fluorophenyl)ethyl]-4-[(4-methylquinolin-2-yl)amino]- 

cyclohexanecarboxamide; 

c i s .4.[(4. me thylquinolin-2-yl)amino]-N-{(lS)-l-[2-(trifluoromethyl)phenyl]ethyl}- 
cyclohexanecarboxamide; and 

c i s .4.[(4- me thylquinolin-2-yl)amino]-N-{(lS)-l-[3-(trifluoromethyl)phenyl]ethyl}- 
25 cyclohexanecarboxamide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) C M alkyl, and 
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C1.5 alkyl substituted by substituent(s) independently selected from the group 

consisting of: 

-C1.5 alkoxycarbonyl, 

°Ci_ 5 alkylthio, 

°carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

"Ci_ 5 alkyl, and 

••C 2 . 5 alkenyl, 

(ii) C 3 _6 cycloalkyl, and 

C 3 . 6 cycloalkyl substituted by carbocyclic aryl, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 



•cyano, 
•nitro, 
•C1.5 alkyl, 

•C1.5 alkyl substituted by halogen, 
•Ci_ 5 alkoxycarbonyl, 
•Ci_ 5 alkoxy, 

•C1.5 alkoxy substituted by carbocyclic aryl, 
•C3.6 cycloalkoxy, 
"carbocyclic aryloxy, 
■ Ci.s alkylthio, and 
•carbocyclic aryl, 
(iv) heterocyclyl, and 
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heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

»C M alkyi, 

=Ci- 5 alkyl substituted by halogen, and 
5 «carbocyclic aryl; 

L is Formula (VH); 
Y is -C(0)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is 2,3-dihydro-benzo[l,4]dioxinyl, 
1 0 3,4~dihydro-2#-benzo[b][l .4]-dioxepinyl, benzo[l,3]dioxolyl, fury], or isoxazolyl; 

and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R 2 is hydrogen, methyl, methylamino, or 
1 5 dimethylamino; p is 0; R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -; R 5 is 
hydrogen; or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Rj is selected from the group consisting of: 
(i) Ci_ 5 alkyl, and 

Ci„5 alkyl substituted by substituent(s) independently selected from the group 



•C1.5 alkoxycarbonyl, 
•carbocyclic aryl, and 
•carbocyclic aryl substituted by halogen, 
(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•nitro, 
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-C M alkyl, 

•Ci_5 alkyl substituted by halogen, and 
°Ci. 5 alkoxy, 
(iii) heterocyclyl, 
5 heterocyclyl substituted by Q.s alkyl, and 

heterocyclyl substituted by carbocyclic aryl; 
wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is isoxazolyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
10 or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 

N-(2-chlorophenyl)-N'-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)urea; 
N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N'-(2-etlryl-6- 
15 methylphenyl)urea; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N'-mesitylurea; 
N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N'-(2,4,6-trichlorophenyl)- 

urea; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N'-(2,4,6-tribromophenyl)- 

20 urea; 

N-(2,4-dibromo-6-fluorophenyl)-N'-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}- 
cyclohexyl)urea; 

N-(2,6-diethylphenyl)-N'-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)urea; 

N-(2-chlorobenzyl)-N'-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino } -cyclohexyl)urea; 
25 N-(cis-4-{[4-(dimethyIamino)quinoIin-2-yl]ainino} cyclohexyl)-N'-(2-ethyl-6- 

isopropylphenyl)urea; 

N-(cis-4-{[4-(dimethylamino)quinoIin-2-yl]amino}cyclohexyl)-N'-(2-isopropyl-6- 
methylphenyl)urea; 
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N-(24ert-butyl-6-methylphenyl)-N'-(cis-4-{[4-(dimethylamino)qumolin-2-yl]amino}- 
cyciohexyl)urea; 

N-(cis-4- { [4-(diraethyIamino)quinolin-2-yl]amino} cyclohexyI)-N'-(diphenylmethyl)urea; 
N-(4-bromo-2,6-dimethylphenyl)-N'-(cis-4-{[4-(dimethylaraino)quinolin-2-yl]amino}- 
5 cyclohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)quinoIin-2-yl]amino}cyclohexyl)-N'-(3-methyl-5- 
phenylisoxazol-4-yl)urea; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N'-l-naphthylurea; 
N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N'-[l-(l-naphthyl)ethyl]- 

10 urea; 

methyl N-{[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cycIohexyl)-amino]carbonyl}- 
phenylalaninate; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]ainino}cyclohexyl)-N'-(3,4,5- 
triraethoxyphenyl)urea; 

15 N-(5-chloro-2,4-dimethoxyphenyl>NHcis-4-{[4-(dimethylamino)qubolin-2-yl]amino}- 
cyclohexyl)urea; 

N-(4-bromo-2-methylphenyl)-N'-(cis-4-{[4-(dimethylamino)quinolin-2-yl]am^^ 
cyclohexyl)urea; 

N-[(cis-4- { [4-(dimethyIamino)quinolin-2-yl]amino} cyclohexyl)methyl]-N'-(2-ethyl-6- 
20 methylphenyl)urea; 

N-[(cis-4- { [4-(dimethylamino)quinolin-2-yl3amino> cydohexyl)methyl]-N'-mesitylurea; 

N-[(cis-4-{[4<dimethyIammo)quinoIin-2-yI]amino}cyc]ohexyI)methyI]-N'-(2,4 J 6- 
trichlorophenyl)urea; 

N-[(cis-4-{[4-(dimethyIamino)quinolin-2-yl]amino}cyclohexyl)methyl]-N'-(2,4,6- 
25 tribromophenyl)urea; 

N-(2,4-dibrorao-6-fluorophenyl)-N'-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}- 
cyclohexyl)methyl] urea; 

N-(2,6-diethylphenyl)-N'-[(ds-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)- 
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methyl]urea; 

N-[2-chloro-6-(trifluoromethyl)phenyl]-N'-[(cis-4-{[4-(dimethylamino)-quinolin-2-yl]- 
amino) cyclohexyI)methyI]urea; 

N-[(cis-4-{[4-(dimethyIamino)quinolin-2-yI]amino}cyclohexyl)methyl]-N'-(2-ethyI-6- 
5 isopropylphenyl)urea; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-N'-(2-isopropyl-6- 
methylphenyl)urea; 

N-[(cis-4-{[4-(diraethylamino)quinoIin-2-yl]amino}cyclohexyl)methyI]-N'-(2-methyI-3- 
nitrophenyl)urea; 

10 N<2-tert-butyl-6-methylphenyl)-N'4(cis-4-{[4-(dimethylamino)quinolin-2-yl]am 
cyclohexyl)methyl]urea; 

N-(24ert-butylphenyl)-N'-[(cis-4-{[4-(dimethylamino)quinoIin-2-yI]-amino}cyclohexyl)- 
methyljurea; 

N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-N'- 
1 5 (diphenylmethyl)urea; 

N-(4-bromo-2,6-dimethylphenyl)-N'-[(cis-4- { f 4-(dimethylamino)quinolin-2-yl]amino} - 
cyclohexyl)methyl]urea; 

N-(2,3-dichlorophenyl)-N'-[(cis-4- { [4-(dimethylamino)quinolin-2-yl]-amino} cyclohexyl)- 
methyl]urea; 

20 N-(2 7 6-diisopropyIphenyl)-N'-[(cis-4-{ [4-(dimethylamino)quinolin-2-yl]-araino} - 

cyclohexyl)methyl]urea; 

l-(2,3-dichloro-phenyl)-3-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-urea; and 
l-(2,3-dichloro-phenyl)-3-[cis-4-(4-methyl-quinolin-2-y]amino)-cyc]ohexy]raethyI]-urea; 
or a phamiaceutically acceptable salt, hydrate, or solvate thereof. 
25 In some embodiments of the present invention, R\ is selected from the group consisting of: 

(i) Q.J alky], and 

C]_5 alkyl substituted by substituent(s) independently selected from the group 
consisting of: 
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•carbocyclic aryl, 

"carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

° "halogen, and 

••C)_ 5 alkoxy, 

(ii) carbocycly], 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 



•cyano, 
•nitro, 
•Ci_ 5 alkyl, 

•C]_ 5 alkyl substituted by halogen, 
•Cj.j alkoxy carbonyl, 
•Cj.j alkoxy, 

•C1.5 alkoxy substituted by halogen, 
•mono-Ci.5 alkylamino, 
•di-Ci.5 alkylamino, and 
•carbocyclic aryl, 
(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
•C M alkyl, 

°Ci.j alkoxy carbonyl. and 
•carbocyclic aryl; 
L is Formula (VII); 
Y is -C(S)NR 5 -; 
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wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is bicyclo[2.2.1]heptyl; 

heterocyclyl is 2,3-dihydro-benzo[l,4]dioxinyI, benzof l,3]dioxolyl, 
isoxazolyi, or tbienyl: and 
5 halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R2 is methylamino or dimethylamino; p is 0; 
R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -; R5 is hydrogen; or a 
pharmaceutically acceptable salt, hydrate, or solvate thereof. 
10 In some embodiments of the present invention, Rj is selected from the group consisting of: 

(i) . carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

15 •C,_ 5 alkyl, 

•C]_ 5 alkyl substituted by halogen, 
•Ci_5 alkoxy, 

•mono-Cj.5 alkylamino, and 
•di-Cj.s alkylamino, 
20 (ii) heterocyclyl, and 

heterocyclyl substituted by C1.5 alkyl, and 
heterocyclyl substituted by C U5 alkoxy carbonyl; 
wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is thienyl; and 
25 halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 
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N-(2,4-dimethoxyphenyl)-N'-(cis-4- { [4-(dimethy]amino)quinolin-2-yl]-amino } cyclohexy 1)- 
thiourea; 

N<cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N'-(3 ! 4,5- 
trimethoxyphenyl)thiourea; 
5 N-[4-(dimethylamino)-l-naphthyl]-lS!'-(cis^-{[4-(dimethylamino)quinolin-2-yl]amino}- 
cyclohexyI)thiourea; 

N-(cis-4-{[4-(dimethyJamino)quinolin-2-yJ]amino}cyclohexyl)-N'-(2,4,6-tribromophenyl)- 
thiourea; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N'-(2/ 3 6-trichlorophenyl)- 
10 thiourea; 

N-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino} cyclohexyl)-N'-mesitylthiourea; 
N-(2,6-diethylphenyl)-N'-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)- 
thiourea; 

N-(4-bromo-2,6-dimethylphenyl)-N'-(cis-4-{[4-(dimethylamino)quinoH^^ 
15 cyclohexyl)thiourea; 

N-(4-bromo-2-methylphenyl)-N'-(cis-4- { [4-(dimethylamino)quinolin-2-yl] amino} - 
cyclohexyl)thiourea; 

N-[4-bromo-2-(trifluoromethyI)phenyI]-N'-(cis-4-{[4-(dimethylamino)-quinoIin-2-yI]- 
amino} cyclohexyl)thiourea; 
20 N-(5-chloro-2,4-dimethoxyphenyl)-N'-(cis-4- { [4-(dimethylamino)quinolin-2~yl]amino} - 

cyclohexyl)thiourea; 

N-(2,4-dibromo-6-fluorophenyl)-N'-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}- 
cyclohexyl)thiourea; 

N-(2 3 4-dichloro-6-methylphenyl)-N'-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}- 
25 cyclohexyl)thiourea; and 

methyl 3-({[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-amino]- 
carbonothioyl}amino)-4-methy]thiophene-2-carboxylate; 

or a pharrnaceutically acceptable salt, hydrate, or solvate thereof. 
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In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) Ci_ s alkyl, and 

Ci_ s alkyl substituted by substituent(s) independently selected from the group 
consisting of: 
•halogen, 
•C : . 5 alkoxy, 

•Ci-s alkoxy substituted by carbocyclic aryl, 

"carbocyclyl, 

•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 



••nitro, and 
••Cm alkoxy, 

(ii) C 2 . 5 alkenyl, 

(iii) carbocyclyl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 
•halogen, 
•Ci_s alkyl, 

•Ci.s alkyl substituted by halogen, and 

•Cm alkoxy; 

L is Formula (VII); 

Y is -C(0)0-; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is 9if-fluorenyl or menthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
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or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; 
R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutically 
acceptable salt, hydrate, or solvate thereof. 
5 In some embodiments of the present invention, Q is Formula (III); 

(i) C M alkyl, and 

C w alkyl substituted by substituent(s) independently selected from the group 
consisting of: 
•halogen, 
10 *oxo, 

•C1.5 alkoxy, 

•Ci. 5 alkoxy substituted by carbocyclic aryl, 
•C1.5 alkylcarbonyloxy, 
•carbocyclic aryloxy, 
15 -carbocyclic aryloxy substituted by halogen, 

•carbocyclic aryloxy substituted by nitro, 
•heterocyclyloxy, 

•heterocyclyloxy substituted by C1.5 alkyl, 

•Ci_ 5 alkoxycarbonyl, 
20 *mono-Ci-5 alkylarninocarbonyl, 

•di-Cj.5 alkylarninocarbonyl, 

•mono-Ci-5 alkylamino, 

•mono-Ci.5 alkylamino substituted by cyano, 

•mono-Q-5 alkylamino substituted by carbocyclic aryl, 
25 "di-Cj.5 alkylamino, 

°di-Ci_ 5 alkylamino substituted by cyano, 

•di-Ci.5 alkylamino substituted by carbocyclic aryl, 

•mono-carbocyelic arylamino, 
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•mono-carbocyclic arylamino substituted by Ci_ 5 alkyl, 

"di-carbocyclic arylamino., 

°di-carbocyclic arylamino substituted by C U5 alkyk 

°earbocyclic arylsulfonylamino. 

•carbocyclic arylsulfonylamino substituted C1-5 alkyl, 

•C w alkylthio, 

•C1.5 alkylthio substituted by substituent(s) independently selected from the 
group consisting of: 

••carbocyclic aryl, 

••carbocyclic aryl substituted by halogen, and 

••carbocyclic aryl substituted by C]. 5 alkoxy, 
•carbocyclic arylthio, 
•heterocyclylthio, 

•heterocyclylthio substituted by C ; _ 5 alky], 
•C3.6 cycloalkyl, 
•C3.6 cycloalkenyl, 
•carbocyclyl, 

•carbocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, 

••C1-5 alkyl, 

••C1.5 alkoxy, 

••C2-5 alkenyl, and 

••C2.5 alkenyl substituted by substituent(s) independently selected 
from the group consisting of: 

-"carbocyclic aryl, and 

•••carbocyclic aryl substituted by Ci_ 5 alkylsulfinyl, 
•carbocyclic aryl, 
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•carbocyclic aiyl substituted by substituent(s) independently selected from 
the group consisting of: ' 



oo hydroxy, 
••nitro, 
~C M alkyl, 

"C,_ s alkyl substituted by substituent(s) independently selected from 
the group consisting of: 
•••oxo, 

•••carbocyclic aryl, and 

•••heterocyclyl, 
••C 2 _5 alkenyl, 
••C,.j alkoxy, 

••Ci_ 5 alkoxy substituted by halogen, 
••Ci_5 alkoxy substituted by carbocyclic aryl, 
••carbocyclic aryloxy, 
••mono-carbocyclic arylaminocarbonyl, 
••mono-carbocyclic arylaminocarbonyl substituted by halogen, 
••di-carbocyclic arylaminocarbonyl, 
••di-carbocyclic arylaminocarbonyl substituted by halogen, 
••carbocyclic aryl, and 
••heterocyclyl, 
•heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

"C lH s alkyl, 

••Ci_5 alkoxy, 

••Ct_ 5 alkoxy substituted by carbocyclic aryl, 
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••carbocyclic aryl, and 

"carbocyclic aryl substituted by halogen, 

(ii) C2-7 alkenyl, and 

C2-7 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
^carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••nitro, and 

••Ci_5 alkoxy, 

(iii) C2-5 alkynyl, 

(iv) C3-12 cycloalkyl, and 

C3.12 cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•C1.5 alkyl, 

•C1.5 alkyl substituted by oxo, 

•C]„5 alkyl substituted by carbocyclic aryl, and 

•carbocyclic aryl, 

(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 



"hydroxy, 
°cyano, 
•nitro, 
•Cj-io alkyl, 
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•Ci-io alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

°°halogen 5 
e »oxo, 

5 • t >carbocyclic aryloxy, 

—carbocyclic aryl, and 
••carbocyclic aryl substituted by C1.5 alkyl, 
■Ci-7 alkoxy, 

•Cj.7 alkoxy substituted by substituent(s) independently selected from the 
10 group consisting of: 

••halogen, 

••carbocyclic aryl, and 
••halogenated carbocyclic aryl, 
•C2-5 alkenyloxy, 
15 *C3. 6 cycloalkoxy, 

•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by nitro, 

•carbocyclic aryloxy substituted by Ci_ 5 alkoxy, 

•carboxy, 

20 'Ci-5 alkoxycarbonyl, 

•mono-C^s alkylaminocarbonyl, 
•di-C^ alkylaminocarbonyl, 

•mono-Cj.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
•di-Ci.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
25 'amino, 

■>mono-Ci_ 5 alkylamino, 
•di-Ci.5 alkylamino, 

•mono-Ci_ 5 alkylamino substituted by cyano, 
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•di-Cj.5 alkylamino substituted by cyano, 
»C 2 . 5 alkynylcarbonylamino, 

°C 2 _ 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
•C,„ 5 alkoxycarbonylamino, 
5 -(carbocyclic aryl)NHC(0)NH, 

•(carbocyclic aryl)NHC(0)NH substituted by Cj. 5 alkoxy, 
•(carbocyclic aryl)NHC(0)NH substituted by haloganated C w alkoxy, 
•carbocyclic aryl azo, 

•carbocyclic aryl azo substituted by mono-Ci_ 5 alkylamino, 
10 "carbocyclic aryl azo substituted by di-C]. 5 alkylamino, 

•C1.5 alkylthio, 

•Cj. 5 alkylthio substituted by halogen, 
•carbocyclic arylthio, 
•carbocyclic arylthio substituted by nitro, 
1 5 «carbocyclic arylthio substituted by cyano, 

•aminosulfonyl, 

•mono-Q.5 alkylaminosulfonyl, 
•di-Cj.5 alkylaminosulfonyl, 
•heterocyclylsulfonyl, 
20 *C 3 -6 cycloalkyl, 

•C 3 . 6 cycloalkyl substituted by C1.5 alkyl, 
•carbocyclic aryl, 
•heterocyclyl, and 

•heterocyclyi substituted by substituent(s) independently selected from the 
25 group consisting of: 

«C,. 5 alkyl, 
••carbocyclic aryl, and 
••halogenated carbocyclic aryl, 
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(vii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 



"nitre, 
•C M alkyl, 

•C1.5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 



••hydroxy, 
••Ci.j alkylthio, 

•♦Q. 5 alkylthio substituted by carbocyclic aryl, 

••C1-5 alkylthio substituted by halogenated carbocyclic aryl, 

••carbocyclic aryl, 

••carbocyclic aryl substituted by halogen, and 

••heterocyclyl, 
•Q.5 alkoxy, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by C]. 5 alkyl, 
•d. 5 alkylthio, 
•C 2 .5 alkenylthio, 
•carbocyclic arylthio, 

•carbocyclic arylthio substituted by C]_ 5 alkoxycarbonyl, 

•C1.5 alkylsulfonyl, 

"carbocyclic arylsulfonyl, 

-carbocyclic arylsulfonyl substituted by Ci_ 5 alkyl, 

•C1.5 alkoxycarbonyl, 

•C1.5 alkoxycarbonyl substituted by carbocyclic aryl, 
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•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

• °halogen, 

••nitro, 

•"Cjjs alkyl, and 

••C1.5 alkyl substituted by halogen, 
-heterocyclyl; 

wherein carbocyclic aryl is phenyl, naphthy], or anthranyl; 

carbocyclyl is 1,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-fluorenyl, 
9if-fluorenyl, 9-oxo-9if-fluorenyI, adamantly, bicycIo[2.2.1]heptenyI, 
bicyclo[2.2.1]heptyl, indanyl, indenyl, or menthyl; 

heterocyclyl is 1,2,3-triazolyl, li^-indoly], lif-pyrrolyl, 

2.3- dihydro-l-oxo-isoindolyl, 2,3-dihydro-benzo[l,4]dioxinyl, 

2.4- dihydro-3-oxo~pyrazolyl, 2i/-benzopyranyl, 2-oxo-benzopyranyl, 
3,4-dihydro-2i^-benzo[b][l,4]dioxepinyl, 4,5,6,7-tetrahydro-benzofbjthieny], 
4if-benzo[l ,3]dioxinyl, 4-oxo- 1 ,5,6,7-tetrahydro-indolyl, 4-oxo-benzopyranyl, 
9iJ-carbazolyl, 9i7-xanthenyl, azetidinyl, benzo[l,3]dioxolyl, 
benzo[2,l,3]oxadiazolyl, benzo[l,2,5]oxadiazolyl, benzo[2,l,3]thiadiazolyl, 
benzo[b]thienyl, benzofuryl, benzothiazolyl, furyl, imidazo[2,l-b]thiazolyl, 
isoxazolyl, morpholino, morpholinyl, oxazolyl, phenanthro[9,10-d]oxazolyl, 
piperidyl, pyrazolyl, pyridyl, pyrimidyl, quinolyl, quinoxalyl, tetrahydrofuryl, 
thiazolyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) C1.7 alkyl, and 

C1.7 alkyl substituted by substituent(s) independently selected from the group 
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consisting of: 
-C1.5 alkoxy, 

°Ci. 5 alkoxy substituted by carbocyclic aryl, 
'carbocyclic aryloxy, 
5 »mono-Ci_ 5 alkylamino, 

°mono-Ci. 5 alkylamino substituted by substituent(s) independently selected 
from the group consisting of: 
••cyano, and 
••carbocyclic aryl, 
10 'di-Ci.s alkylamino, 

•di-Ci.5 alkylamino substituted by substituent(s) independently selected from 
the group consisting of: 
••cyano, and 
••carbocyclic aryl, 
1 5 -mono-carbocyclic arylamino, 

•di-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by Cj. 5 alkyl, 
•di-carbocyclic arylamino substituted by Ci_ 5 alkyl, 
•carbocyclic arylsulfonylamino, 
20 "carbocyclic arylsulfonylamino substituted by C1.5 alkyl, 

•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 
••halogen, 

25 -rtitro, 

~C,_ S alkyl, 

••C1.5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 



WO 2004/087669 PCT/JP2004/004624 



•••oxo, and 

•••carbocyclic aryl, 

° & C]_5 alkoxy, 
°heterocyclyl, and 

°heterocyclyl substituted by carbocyclic aryl, 

(ii) C 2 .7 alkenyl, and 

C 2 „ 7 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, and 

•carbocyclic aryl substituted by Ci_ 5 alkoxy, 

(iii) C3.6 cycloalkyl, and 

C3.6 cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•Ci_ 5 alkyl, and 

•Ci_ 5 alkyl substituted by carbocyclic aryl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•cyano, 

•C,_s alkyl, 

•Ci_ 5 alkyl substituted by halogen, 
•Ci„j alkoxy, 

•Cls alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, and 

••carbocyclic aryl, 
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••carbocyclic aryl substituted by halogen, 
°C 2 . 5 alkenyloxy, 
°jtnono-Ci. 5 alkylamino, 
°di-Ci_5 alkylamino, 

•mono-Cij alkylamino substituted by cyano, 
odi-Ci. 5 alkylamino substituted by cyano, 
-Cls alkylthio, and 

•C1.5 alkylthio substituted by halogen, 
(v) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
•halogen, 
•Cw alkyl, 

•C1.5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••hydroxy, and 

••carbocyclic aryl, 
•C,- 5 alkoxy, 
•carbocyclic arylthio, 

•carbocyclic arylthio substituted by Q.5 alkoxycarbonyl, 
•C1-5 alkoxycarbonyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

oo halogen, 

••C1-5 alkyl, and 

••C1.5 alkyl substituted by halogen; 
Lis Formula (VH); 
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Y is a single bond or -CH 2 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is l#-indolyl, liT-pyrrolyl, 2,3-dihydro-benzo[ 1 ,4]dioxinyl, 
4-oxo-benzopyraayl, 9//-carbazolyl, azetidinyl, benzo[l,3]dioxolyl, benzo[b]thienyl, 
5 turyl, imidazo[2,l-b]thiazolyl, pyrazolyl, pyridyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; 
R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutically 
1 0 acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 

(i) C1.5 alkyl, and 

Cm alkyl substituted by substituent(s) independently selected from the group 
consisting of: 
1 5 *mono-Ci- 5 alkylamino, 

•mono-Ci.5 alkylamino substituted by cyano, 
•di-Ci_ 5 alkylamino, 

•di-Cj.5 alkylamino substituted by cyano, 
•mono-carbocyclic arylamino, 
20 •di-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by C1.5 alkyl, 
•di-carbocyclic arylamino substituted by Ci_ 5 alkyl, 
•carbocyclic arylsulfonylamino, 

•carbocyclic arylsulfonylamino substituted by C1.5 alkyl, 
25 ^carbocyclic aryl, and 

'carbocyclic aryl substituted by Q.5 alkoxy, 

(ii) C 2 -5 alkenyl, and 

C2.5 alkenyl substituted by carbocyclic aryl, 
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(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

"halogen, 

5 "hydroxy, 
•Ci.5 alkyl, 
e Ci. 5 alkoxy, 

e Ci_5 alkoxy substituted by halogen, 
•mono-Ci_5 alkylamino, and 
10 'di-Ci-5 alkylamino, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

15 -d.s alkyl, 

•Ci_ 5 alkyl substituted by carbocyclic aryl, 

•Ci-5 alkoxy, 

•C]. 5 alkoxycarbonyl, 

■carbocyclic aryl, 

20 'carbocyclic aryl substituted by substituent(s) independently selected from 

the group consisting of: 
••halogen, 
••Ci_ 5 alkyl, and 

"Ci_ 5 alkyl substituted by halogen; 
25 wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is l#-indolyl, 4-oxo-benzopyranyl, azetidinyl, 
benzo[l,3]dioxo!yl, or pyrazolyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
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or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) C]_ 5 alkyl, and 

C]_ 5 alkyl substituted by substituent(s) independently selected from the group 
5 consisting of: 

«mono-Ci.5 alkylamino, 

•mono-Ci-5 alkylamino substituted by cyano, 

"di-Q.5 alkylamino, 

•di-Cj.5 alkylamino substituted by cyano, 
1 0 •mono-carbocyclic arylamino, 

•di-carbocyclic arylamino, 
•carbocyclic arylsulfonylamino, 

•carbocyclic arylsulfonylamino substituted by Cj.s alkyl, and 
•carbocyclic aryl, 
15 (ii) C 2 . 5 alkenyl, and 

C 2 . 5 alkenyl substituted by carbocyclic aryl, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 
20 'halogen, 
•hydroxy, 
•Ci. 5 alkoxy, and 

•Cj.5 alkoxy substituted by halogen, 

(iv) heterocyclyl, and 

25 heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 
•halogen, 
•C,_ 5 alkyl, 
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•Ci„ 5 alkyl substituted by carbocyclic aryl, 



B Ci_5 alkoxy, 



°Ci. 5 alkoxycarbonyL, 



e carbocyclic aryl, and 



5 



•carbocyclic aryl substituted by halogen; 



wherein carbocyclic aryl is phenyl; 



heterocyclyl is lif-indolyl, azetidinyl, or pyrazolyl; and 



halogen is fiuoro, chloro, bromo, or iodo; 



or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 



10 



In some embodiments, compounds of the present invention are of Formula (I) wherein the 



compound is selected from the group consisting of: 

N 2 - {cis-4-[(2,6-dimethoxybenzyl)amino]cyclohexyl} -N 4 ,N 4 -dimethyl-5,6,7, 8- 
tetrahydroquinazoline-2,4-diamine; 

N 2 -{cis-4-[(2-ethoxybenzyl)amino]cyclohexyl}-N 4 ,N 4 -dimethyl-5,6,7,8- 
1 5 tetrahydroquinazoline-2,4-diamine; 

N 2 -{cis-4-[(lH-indol-3-ylmethyl)amino]cyclohexyl}-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 

N 2 -{cis-4-[(2,5-dimethoxybenzyl)amino]cyclohexyl}-N 4 ,N 4 -dimethyl-5, 6,7,8- 
tetrahydroquinazoline-2,4-diamine; 
20 N 2 -(cis-4-{[(4-methoxy-l-naphthyl)methyl]amino}cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 

N 2 -(cis-4-{[(5-methoxy-lH-indol-3-yl)methyl]amino}cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 

4-bromo-2-{[(cis-4-{[4-(dirnethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
25 cyclohexyl)amino]methyl} -6-methoxyphenol; 

N 2 -(cis-4-{[(5-bromo-lH-indol-3-yI)methyl]amino}cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 

4-{[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
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amino]methyl}-2,6-dimethoxyphenol; 

N 2 -{cis-4-[(3-ethoxy-4-methoxybenzyl)amino]cyclohexyl}-N 4 ,N 4 -dimethyl-5.6 : 7.,8- 
tetrahydroquinazoline-2,4-diamine; 

N 4 ^ 1 -dimethyl-N 2 -{cis-4-[({3-[4-(trifluoromethyl)phenyl]-m-pyrazol-4-yl)methyl^ 
5 aminoJcyclohexy^-S^^^-tetrahydroquinazoline^^-diamine; 

N 4 3 N 4 -dimethyl-N 2 -{cis-4-[(3 3 4,5-trimethoxyben2yl)amino]cyclohexyl}-5,6,7,8- 
tetrahydroquinazoline-2 5 4-diamine; 

N^N^dimethyl-N 2 - { cis-4- [(pentamethy lbenzj' l)amino] cyclohexyl } -5 , 6,7, 8- 
tetrahydroquinazoline-2,4-diamine; 
10 N 2 -{cis-4-[(3,5-dimethoxyben2yl)amino]cyclohexyl}-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine, 

4-{[(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquina2olin-2-yl]amino}-cyclohexy])- 
amino]methyl}-2-iodo-6-methoxyphenol; 

4-{[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
1 5 amino]methyl} -2,6-dimethylphenol; 

3-{[(cis-4-{[4<diraethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
amino]methyl}-6,8-dimethyl-4H-chromen-4-one; 

ethyl 4,6-dichloro-3-{[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
amino}cyclohexyl)amino]methyl}-lH-indole-2-carboxylate; 
20 N 2 -[cis-4-({ [3-(4-fluorophenyl)-lH-pyrazol-4-yl]methyl} amino)cyclohexyl]-N 4 ,N 4 - 

dimethyl-5,6,7,8-tetrahydroquinazoline-2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -[4-(pentamethylphenyhnethyl-amino)-cyclohexyl]-5,6,7,8-teto 
quinazoline-2,4-diamine; 

3-[{2-[(cis-4-{[4-(dimethylaraino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)- 
25 amino]ethyl} (3 -methylpheny l)amino] propanenitrile; 

3-[{2-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)- 
amino]ethyl}(pheny])amino]propanenitrile; 

N-{(lS)-l-benzyl-2-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
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cy clohexyl)amino] ethyl} -4-methylbenzenesulfonamide; 

N 2 <cis-4-{[2-(3,5-dimethoxyphenyl)ethyl]amino}cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 

N 2 -[eis-4-({[l-(diphenylmethyl)aze^ 
5 5.6.7.8-tctrahydroquinazoline-2,4-dianiine; 

N 2 -(cis-4- { [(2,6-dimethoxybenzyl)ammo]methyl] cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 

N 2 -(cis-4-{[(2-ethoxyben2yl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethyl-5 3 6 5 7,8- 
tetrahydroquinazoline-2,4-diamine; 
10 N 2 <cis-4-{[(lH4ndol-3-ylmethyl)a^ 
tetrahydroquinazoline-2,4-diamine; 

N 2 -(cis-4-{[(2,5-dimethoxyben2yl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethyl-5,6 :) 7,8- 
tetrahydroquinazoline-2,4-diamine; 

N 2 -[cis-4-({[(4-methoxy-l-naphthyl)methyl]amino}methyl)cyclohexyl]-N 4 ,N 4 -dimethyl- 
15 5,6,7, 8-tetrahydroquinazoline-2,4-diamine; 

N 2 -[cis-4-({[(5Htnethoxy-lH-indol-3-yl)me^^ 
5,6,7,8-tetrahydroquinazoline-2,4-diamine; 

4-bromo-2-({[(cis-4-{[4-(dimethylamino)-5 5 6,7,84etrahydroquinazolin-2-yl]amino}- 
cyclohexyl)methyl]amino}methyl)-6-methoxyphenol; 
20 N 2 -[cis-4-({[(5-bromo-m-indol-3-yl)methyl]amino}methyl)cyclohexyl]-N 4 ,N 4 -dime^ 
5,6,7,8-tetrahydroquinazoline-2,4-diamine; 

N 2 -(cis-4-{[(3-ethoxy-4-methoxybenzyl)amino]me1by]}cycbhexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetraliydroquinazoline-2,4-diamine; 

N 4 ,K 4 -diinethyl-N 2 -(cis-4-{[({3-[4-(trifluorometliyl)phenyl]-lH-pyrazol-4-yl}methyl)- 
25 aniino]methyl}cyclohexyl)-5,6,7,84etrahydroquinazoline-2,4-diamine; 

N 4 ,N 4 ^iniethyl-N 2 -(cis-4-{[(3,4,5-trimethoxybenzyl)amino]-methyl}cyclohexyl)-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 

N 2 -(cis-4-{[(3,5-dijxiethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethyl-5 5 6,7,8- 
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tetrahydroquinazoline-2,4-diamine; 

4-({ [(cis-4- { [4-(dimethy]amino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino} cyclohexyl)- 
methyl]amino } methy l)-2-iodo-6-methoxyphenol; 

4-( { [(cis-4-{ [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]aniino} cyclohexyl)- 
5 mcthyl]amino]mcthyl)-2,6-dimethylphcnol; 

3- chloro-4-({[(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}- 
cyclohexyl)methyl] amino } methy l)phenol; 

N 2 -[cis-4-( { [4-(diethylamino)be^ 
tetrahydroquinazoline-2 5 4-diamine; 
10 N 2 <cis-4-{[(3,3-diphenylprop-2-en4-yl)amino]methyl}cyclohexyl)-N 4 5 N 4 -dimethyl-5,6 ; 7,8- 
tetrahydroquinazoline-2,4-diamine; 

4- ( { [(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino} cyclohexyl)- 
methyl] amino }methyl)-2-ethoxyphenol; 

N 2 -{cis-4-[({[4-(dimethyIamino)-l-naphthyl]methyl}amino)methyl]-cyclohexyl}-N 4 J N 4 - 
1 5 dimethyl-5,6,7,8-tetrahydroquinazoIine-2,4-diamine; 

N^N 4 -dimethyl-N 2 -(cis-4-{[(2,4,6-trimethoxybenzyl)ammo]methyl}-cyclohexyl)-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 

2-bromo-4-chloro-6-({[(cis-4-{[4-(dimetfaylamino)-5,6,7,8-tetraliydroquinazolin-2-yl]- 
amino}cyclohexyl)methyl]amino}methyl)phenol; 
20 N 2 -(cis-4-{ [(2,5-dtethoxybenzyl)amino]methyl} cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 

tetrahydroquinazoline-2,4-diamine; 

N 2 -(cis-4-{[(2 : 4-diethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 

N 2 -(cis-4- { [(3.5-dibromo-2-methoxybenzyl)arnino]methyl} cyclohexyl)-N 4 ,N 4 -dimethyl- 
25 5,6,7,S-tetrahydroquinazoline-2.4-diamine; 

N 4 >' 4 <limethyl-N 2 -(cis-4-{[(2,4 7 5-triethoxybenzy])amino]methyl}-cyclohexyl)-5, 6,7,8- 
tetrahydroquinazoline-2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[(2,4,5-trimethoxybenzyl)amino]methyl}-cyclohexyl)-5,6,7,8- 
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tetrahydroquinazoline~2,4-diamine; 

N 2 -[cis-4-({[(7-methoxy-l,3-benzodioxol-5-yl)methyl]amino}methyl)-cyclohexyl]-N 4 ,N 4 - 
dimethyl-5 ,6,7 ,8-tetraliydroquinazoline-2,4-diamine; 

4-({[(cis-4-{[4-(dimethylaniino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)- 
5 methyl]amino}methyl)-2-methylphenol; 

N 2 <cis-4-{[(4-methoxy-2,5-dime%lbenzyl)amino]methyl}cyclohexyl)-N^N 4 -dimethyl- 
5,6,7,8-tetrahydroquinazoline-2,4-diarnine; 

4-({[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)- 
methyl]amino}methyl)-2-fluoro-6-methoxyphenol; 
10 N\N 4 -dimethyl-N 2 -[cis-4-({[(l-phenyl-5-propyl-lH-pyrazol-4-yl)methyl]amino}m 
cyclohexyl]-5,6,7,8-tetrahydroquinazoline-2,4-diamine; 

N 2 -{cis-4-[({[lK4-chlorophenyl)-5-propyl-lH-pyrazol-4-yl]methyl}-amino)methyy 
cyclohexyl}-N^N 4 -dimethyl-5,6,7,8-tetrahydroquinazoline-2,4-diamine; 

N 2 -{cis-44 t 2-(4-bromo-2-trifluoromethoxy-phenyl)-ethylamino]-cyclohexyl}-N 4 ,N 4 - 
1 5 dimethyl-S^J^-tetrahydro-quinazoline^^-diamine; 

N 2 -{cis-4-[2-(4-brorao-2-trifluoromethoxy-pheByl)-ethylamino]-cyclohexyl}-N 4 -methyl- 
S^^jS-tetrahydro-quinazoline^^-diamine; 

^-{cis^-^-bromo^^rifluoromethoxy-benzyOamino-methyll-cyclohexylJ-l^-methyl- 
5,6,7,8-tetrahydro-quinazoline-2,4-diamine; 
20 N 2 -{cis-4-[(4-bromo-2-trifluoromethoxy-benzyl)amino-methyl]-cyclohexyl}-N 4 ,N 4 - 
dimethyl-5,6,7,8-tetrahydro-quinazoline-2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -{cis-4-[(2-trifluoromethoxy-benzyl)amino-methyl]-cyclohexyl}-5,6,7,8- 
tetrahydro-quinazoline-2,4-diamine; and 

N 4 -methyl-N 2 -{cis-4-[(24rifluoromethoxy-benzyl)amino-methyl]-cyclohexyl}-5,6,7,8- 
25 tetrahydro-quinazoline-2,4-diarnine; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 
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N 2 -(cis-4-{[(5-methoxy-lH-indol^ 
tetrahydroquinazoline-2,4-diamine; 

ethyl 4 5 6-dichloro-3-{[(cis-4-{[4-(dimethylamino)-5,6J ! 84etrah3^droquina2olin-2-yl]- 
amino} cyclohexyl)amino]methyl } - 1 H-iridole-2-earboxy late; 
5 N 2 -[cis-4-( { [3-(4-fluorophenyl)-l H-pyrazol-4-yl]methyl) amino)cyclohexyl]-N 4 ,N 4 - 

dimethyl-5,6,7,8-tetrahydroquinazoline-2,4-diamine; 

3- [{2-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)- 
amino]ethyl}(phenyl)amino]propanenitrile; 

N-{ (1 S)- 1 -benzyl-2-[(cis-4- { [4-(dimethylamino)-5, 6,7, 8-tetrahydroquinazolin-2-yl] amino} - 
1 0 cyclohexyl)amino]ethyl} -4-methylbenzenesulfonamide; 

N 2 -[cis-4-( { [ 1 -(diphenylmethyl)azetidin-3 -yl]methyl} amino)cyclohexyl]-N 4 ,N 4 -dimethyl- 
5,6,7,8-tetrahydroquinazolme-2,4-diamine; 

N 2 -(cis-4-{[(2,6~dimethoxybenzyl)amino]raethyl}cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 
15 N 2 -[cis-4-({[(5-methoxy-lH-indol-3-yl)methyl]amino}methyl)cyclohexyl]-N 4 ,N 4 -dimethyl- 
5,6,7,8-tetrahydroquinazoline-2,4-diamine; 

N 2 -[cis-4-({[(5-bromo4H4ndol-3-yl)methyl]amino}methyl)cyclohexyl]-N 4 ,N 4 -dimethy 
5,6,7,8-tetraliydroquinazoline-2,4-diamine; 

N 2 -(cis-4-{[(3-ethoxy-4-methoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
20 tetrahydroquinazoline-2 3 4-diamine; 

4- ({[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazoIin-2-yl]amino}cycIohexyl)- 
methyl]amino}methyI)-2-iodo-6-methoxyphenol; 

N 2 <cis-4-{[(3,3-diphenylprop-2-en-l-yl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetahydroqubazoline-2,4-diamine; 
25 N 4 ,N 4 -dimethyl-N 2 -(cis-4- { [(2,4,6-trimetboxybenzyl)amino]metliyl} -cyclohexyl)-5,6,7,8- 

tetrahydroquinazoline-2,4-diamine; 

N 2 -(cis-4-{[(2,5-diethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 
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N 2 <cis-4-{[(2,4-diethoxyben2yl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethyl-5,6,7,8- 
tetrahydroquinazoline-2.4-diamine; 

N 2 ^cis-4-{[(3,5-dibromo-2-methoxybenzyl)mTniino]methyl}cyclohexyl)-N\N' ! --dimethyl- 
5.6,7, 8-tetrahydroquinazo line-2,4-diam ine; 
5 N 4 .N 4 -dimethyl-N 2 -(cis-4- { [(2,4,5-triethoxybenzyl)amino]methyl} -cyclohexyl)-5,6,7,8- 

tetrahydroquinazoline-2.4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[(2,4,5-trimethoxybenzyl)amino]raethyl}-cyclohexyl)-5,6,7,8- 
tetrahydroquinazoline-2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 - [cis-4-( { [( 1 -phenyl-5-propyl- 1 H-pyrazol-4-y l)metby 1] amino} methyl)- 
1 0 cycIohexylJ-S^J^-tetrahydroquinazoline^^-diamine; 

N 2 -{cis-4-[({[l-(4-chlorophenyl)-5-propyl-lH-pyrazol-4-yl]methyl}-amino)methyl]- 
cycIohexyI}-N 4 ,N 4 -dimethyl-5,6,7,8-tetrahydroquinazoline-2,4-diamine; 

N 2 -{cis-4-[2-(4-bromo-24rifluoromethoxy-phenyl)-ethylamino]-cyclohexyl}-N 4 ,N 4 - 
dimethyl-5,6,7,8-tetrahydro-quinazoline-2,4-diamine; 
15 N 2 -{cis-4-[(4-bromo-2-trifluoromethoxy-benzyl)ammo-raethyl]-cyclohexyl}-K 4 -methyl- 
5,6,7,8-tetrahydro-quinazoline-2,4-diamine; 

N 2 - { cis-4-[(4-bromo-2-trifluoromethoxy-benzyl)amino-methyl] -cyclohexyl} -N 4 ,N 4 - 
dimethyl-5,6,7,8-tetrahydro-quinazoline-2,4-diamine; and 

N 4 ,N 4 -dime1hyl-N 2 -{cis-4-[(24rifl^^ 
20 tetrahydro-quinazoline-2,4-diamine; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) Ci-5 alky], and 

Ci.5 alkyl substituted by substituent(s) independently selected from the group 
25 consisting of: 

-oxo, 

•Ci_5 alkoxy, 

•C]- 5 alkoxy substituted by carbocyclic aryl, 
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•Cj.5 alkylcarbonyloxy, 
•carbocyclic aryloxy, 

■carbocyclic aryloxy substituted by halogen, 
^carbocyclic aryloxy substituted by nitro, 
°heterocyclyloxy, 

°heterocyclyloxy substituted by C1.5 alkyl, 
■mono-Ci.5 alkylaminocarbonyl, 
■di-Ci.5 alkylaminocarbonyl, 
•carbocyclic arylcarbonylamino, 
•C1.5 alkylthio, 

•C1.5 alkylthio substituted by substituent(s) independently selected from the 
group consisting of: 

••carbocyclic aryl, and 

••carbocyclic aryl substituted by substituent(s) independently 
selected from the group consisting of: 



•••Ci-5 alkoxy, 
•carbocyclic arylthio, 
•heterocyclylthio, 

•heterocyclylthio substituted by Ci_ 5 alkyl, 
•C 3 _6 cycloalkyl, 
•C 3 . 6 cycloalkenyl, 
•carbocyclyl, 

•carbocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

"•halogen, 

-d.5 alkyl, 

"Ci_ 5 alkoxy, 
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••C2-5 alkenyl, and 

••C 2 .5 alkenyl substituted by substituent(s) independently selected 
from the group consisting of: 
°°°carbocyclic aryl, and 

•••carbocyclic aryl substituted by Ci_ 5 alkylsulfmyl, 
-carbocyclic aryl, 

-carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 



••hydroxy, 
••nitro, 
••C,. 5 alkyl, 

••C1.5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 
•••oxo, 

•••carbocyclic aryl, and 
•••heterocyclyl, 
"C1.5 alkoxy, 

"C x . 5 alkoxy substituted by halogen, 
••Q-5 alkoxy substituted by carbocyclic aryl, 
••carbocyclic aryloxy, 
••mono-carbocyclic arylaminocarbonyl, 
••mono-carbocyclic arylaminocarbonyl substituted by halogen, 
»»di-carbocycIic arylaminocarbonyl, 
"di-carbocyclic arylaminocarbonyl substituted by halogen, 
"carbocyclic aryl, and 
••heterocyclyl, 
•heterocyclyl, and 
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•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

°°Ci_ 5 alkyl 

oo Ci_5 alkoxy, 

»<»Ci.5 alkoxy substituted by carbocyclic aryl, 

*»carbocyclic aryl, and 

'•carbocyclic aryl substituted by halogen, 

(ii) C2-5 alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, and 

••nitro, 

(iii) C3.6 cycloalkyl, and 

C 3 ^ cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•C1.5 alkyl, 

•Ci_ 5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••oxo, and 

••carbocyclic aryl, 
•carbocyclic aryl, 

(iv) carbocyclyl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 
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•halogen, 
-hydroxy, 

°cyano, 
°nitro, 

5 -C M alkyl, 

•C1-5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

"halogen, 

••oxo, 

10 ••carbocyclic aryloxy, 

••carbocyclic aryl, and 
••carbocyclic aryl substituted by Ci. 5 alkyl, 
•Ci_5 alkoxy, 

•Ci.5 alkoxy substituted by substituent(s) independently selected from the 
1 5 group consisting of: 

••halogen, and 

••carbocyclic aryl, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by Cj-s alkoxy, 
20 'mono-Ci.5 alkylaminocarbonyl, 

•di-C^ alkylaminocarbonyl, 

•mono-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 
•di-C!_ 5 alkylaminocarbonyl substituted by carbocyclic aryl, 
^amino, 

25 »mono-Ci_5 alkylamino, 

"di-Cj.5 alkylamino. 
•C 2 - 5 alkynylcarbonylamino, 

•C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
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•(carbocyclic aryl)NHC(0)NH, 

•(carbocyclic aryl)NHC(0)NH substituted by C1-5 alkoxy, 
°(carbocyclic aryI)MHC(0)NH substituted by haloganated Ci_ 5 alkoxy, 
•C1.5 alkylthio, 

5 e C]. 5 alkylthio substituted by halogen, 

•carbocyclic arylthio, 

•carbocyclic arylthio substituted by cyano, 
«mono-C]. 5 alkylaminosulfonyl, 
•di-d.5 alkylaminosulfonyl, 
10 'carbocyclic aryl, 

•heterocyclyl, 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
"C x . 5 alkyl, 

15 "carbocyclic aryl, and 

"halogenated carbocyclic aryl, 
(vi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
20 'halogen, 
•nitro, 
•C M alkyl, 

•C1.5 alkyl substituted by substiruent(s) independently selected from the 
group consisting of: 
25 "halogen, 

••Q.5 alkylthio, 

••Ci-5 alkylthio substituted by carbocyclic aryl, 

••Q-5 alkylthio substituted by halogenated carbocyclic aryl, 
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••carbocyclic aryl, 

-•carbocyclic aryl substituted by halogen, and 

°«heterocyclyl 5 
°Ci. 5 alkoxy, 
•carbocyclic aryloxy, 

"carbocyclic aryloxy substituted by Ci_ 5 alkyl, 

•Cj.j alkylthio, 

e C 2 _5 alkenylthio, 

•carbocyclic arylthio, 

•C]. 5 alkylsulfonyl, 

•carbocyclic arylsulfonyl, 

•carbocyclic aiylsulfonyl substituted by Ci„ 5 alkyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••nitro, and 

••C,. 5 alkyl, 
•heterocyclyl; 
L is Formula (VII); 
Y is -C(O)-; 

wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 

carbocyclyl is 1,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 
9-oxo-9f/-fluorenyl, or indenyl; 

heterocyclyl is 1 ,2,3-triazolyI, lif-indolyl, l//-pyrrolyl, 
2,3-dihydro-l -oxo-isoindolyl, 2,4-dihydro-3-oxo-pyrazolyl, 2F-benzopyranyl, 
2-oxo-benzopyranyl, 4-oxo-l,5,6,7-tetrahydro-indolyl, 9#-xanthenyl, 
benzo[ 1 ,3] dioxolyl, benzo[2,l ,3]oxadiazolyl, benzo[ 1 ,2,5] oxadiazolyl, 
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benzo[b]thienyl, benzofuryl, benzothiazolyl, furyl, isoxazolyl, morpholino, pyrazolyl, 
pyridyl, pyrimidyl, quinolyl, quinoxalyl, thiazolyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
5 In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; 

R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutically 
acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, R] is selected from the group consisting of: 
(i) Cj.j alkyl, and 

10 C1-5 alkyl substituted by substiruent(s) independently selected from the group 

consisting of: 
•oxo, 

•C]. 5 alkoxy, 

•C1.5 alkoxy substituted by carbocyclic aryl, 
15 •C1.5 alkylcarbonyloxy, 

•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
•mono-Ci.5 alkylaminocarbonyl, 
•di-Ci.5 alkylaminocarbonyl, 
20 -carbocyclic arylcarbonylamino, 

•C1.5 alkylthio, 

•C1.5 alkylthio substituted by substituent(s) independently selected from the 
group consisting of: 

••carbocyclic aryl, and 
25 ••carbocyclic aryl substituted by halogen, 

°heterocyclylthio, 

•heterocyclylthio substituted by Cj. 5 alkyl, 
•C3.6 cycloalkyl, 
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•carbocyclyl, 

•carbocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 



••Cm alkyl, 
••C 2 -5 alkenyl, and 

••C7.5 alkenyl substituted by substituent(s) independently selected 
from the group consisting of: 

•••carbocyclic aryl, and 

•••carbocyclic aryl substituted by Ci. s alkylsulfmyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••hydroxy, 

••nitro, 

••Cm alkyl, 

••Cm alkyl substituted by substituent(s) independently selected from 
the group consisting of: 

•••oxo, and 

•••heterocyclyl, . 
"Cm alkoxy, 
"carbocyclic aryloxy, 
••carbocyclic aryl, and 
••heterocyclyl, 
•heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
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••C M alkyl, 
••C1.5 alkoxy, and 
°°carbocyclic aryl, 

(ii) C 2 - 5 alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the 

group consisting of: 

•carbocyclic aryl, and 

•carbocyclic aryl substituted by nitro, 

(iii) G3.6 cycloalkyl, and 

C 3 _ 6 cycloalkyl substituted by carbocyclic aryl, 

(iv) carbocyclyl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 



•hydroxy, 
•cyano, 
•nitro, 
•Ci_ 5 alkyl, 

•Q.5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 



••oxo, and 
••carbocyclic aryl, 

-Cm alkoxy, 

°Ci_5 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, and 
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••carbocyclic aryl, 
•carbocyclic aryloxy, 

°carbocyclic aryloxy substituted by C U5 alkoxy, 
"mono-C^ alkylaminocarbonyl, 
5 -di-C]. 5 alkylaminocarbonyl, 

«mono-C,. 5 alkylaminocarbonyl substituted by carbocyclic aryl, 
•di-Q.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
•mono-Ci.5 alkylamino, 
•di-Cj.5 alkylamino, 
10 •C 2 . 5 alkynylcarbonylamino, 

•C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
•(carbocyclic aryl)NHC(0)NH, 

•(carbocyclic aryl)NHC(0)NH substituted by C M alkoxy, and 
•(carbocyclic aryl)NHC(0)NH substituted by haloganated Ci. 5 alkoxy, 
15 (vi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•nitro, 

20 «C M alkyl, 

•Ci. s alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, 

••Ci_ 5 alkylthio, 

25 °"Ci. 5 alkylthio substituted by carbocyclic aryl, 

°oCi.5 alkylthio substituted by halogenated carbocyclic aryl, 

••carbocyclic aryl, and 

••heterocyclyl, 
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•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by Cm alkyl, 
"Cm alky 1th io, 
"carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

•"halogen, 

°°nitro, and 

••C M alkyl, 
•heterocyclyl; 

wherein carbocyclic aryl is phenyl; 

carbocyclyl is 1-oxo-indanyl or indenyl; 

heterocyclyl is 1,2,3-triazolyl, lif-indolyl, l#-pyrrolyl, 
2,3-dihydro-l-oxo-isoindolyl, 2-oxo-benzopyranyl, benzo[2,l,3]oxadiazolyl, 
benzo[l,2,5]oxadiazolyl, furyl, isoxazolyl, morpholino, pyrazolyl, pyridyl, pyrimidyl, 
quinolyl, quinoxalyl, thiazolyl, or thienyl; 

halogen is fluoro, chloro, bromo, or iodo; 
or apharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) Ci-5 alkyl, and 

Cm alkyl substituted by substituent(s) independently selected from the group 



•oxo, 

"Cm alkylcarbonyloxy. 
"carbocyclic aryloxy, 

-carbocyclic aryloxy substituted by halogen, 
•mono-Ci.5 alkylaminocarbonyl, 
•di-Ci.5 alkylaminocarbonyl, 
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•carbocyclic arylcarbonylamino, 
•carbocyclyl, 

•carbocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
5 "halogen, 

»C,. S alkyl, 

••C 2 -5 alkenyl, and 

••C 2 . 5 alkenyl substituted by substituent(s) independently selected 
from the group consisting of: 
10 '"carbocyclic aryl, and 

—carbocyclic aryl substituted by C]. 5 alkylsulfinyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 
15 "halogen, 

••hydroxy, 

••nitro, 

"Cj.5 alkyl, and 

••C!_5 alkoxy, 
20 'heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

"C,_s alkyl, 

"Ci_ 5 alkoxy, and 

25 "carbocyclic aryl, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 
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•halogen, 

"hydroxy, 
°cyano, 
e nitro, 
•C M alkyl, 

•Ci_ 5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 



•C1.5 alkoxy, 

•C1.5 alkoxy substituted by carbocyclic aryl, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by Ci_ 5 alkoxy, 
•mono-Cj.5 alkylaminocarbonyl, 
•di-C].5 alkylaminocarbonyl, 

•mono-Ci.s alkylaminocarbonyl substituted by carbocyclic aryl, 
•di-Q.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
•C2-5 alkynylcarbonylamino, 

•C2-5 alkynylcarbonylamino substituted by carbocyclic aryl, 
•(carbocyclic aryl)NHC(0)NH, 

•(carbocyclic aryI)NHC(0)NH substituted by Q.5 alkoxy, and 
•(carbocyclic aryl)NHC(0)NH substituted by haloganated C1.5 alkoxy, 
(iii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

'halogen, 

•nitro, 

•C M alkyl, 
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•Q.s alkyl substituted by halogen, 
°C,_ 5 alkyl substituted by heterocyclyl, 
°carbocyclic aryloxy, 

"carbocyclic aryloxy substituted by Ci_ 5 alkyl, 
5 'C U5 alkylthio, 

°carbocyclic aryl, 

*carbocyclic aryl substituted by halogen, and 
•carbocyclic aryl substituted by nitro; 
wherein carbocyclic aryl is phenyl; 
10 carbocyclyl is indenyl; 

heterocyclyl is lF-indolyl, liJ-pyrrolyl, 2-oxo-benzopyranyl, 
benzo[2,l,3]oxadiazolyl, benzo[l,2,5]oxadiazolyl, furyl, isoxazolyl, morpholino, 
pyridyl, quinoxalyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
15 or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
methoxybenzamide; 

20 3-bromo-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)benzamide; 

4-bromo-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)benzamide; 

N-(cis-4- { [4-(dimethylamino)-5 , 6,7, 8-tetrahydroquinazolin-2-yl] amino } -cyclohexyl)-2, 1 ,3 - 
25 benzoxadiazole-5-carboxamide; 

3- chloro-N-(cis-4-{[4-(dime%lamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)benzamide; 

4- chloro-N-(cis-4-{[4-(dimethylamino)-5 3 6,7,8-tetrahydroquinazolin-2-yl]amino}- 
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cyclohexyl)benzamide; 

4-chloro-N-(cis-4-{[4-(dimethylamino>5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyc lohexyl)-3 -nitrobenzamide; 

2-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5,6,7 3 8-tetrahydroquinazo]in-2-yl]- 
5 amino} cyclohexyl)acetamide; 

3 -cyano-N-(cis-4- { 1 4-(dimethy lamino)-5 ,6,7 , 8-tetrahy droquinazolin-2-y 1 j amino } - 
cyclohexyl)benzamide; 

3,5-dichloro-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquina2olin-2-yl]amino}- 
cyclohexyl)benzamide; 

10 3 5 4-dichloro-N-(cis-4-{[4-(dimethy!amino)-5.6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)benzamide; 

N-(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino} -cyclohexyl)-2,2- 
diphenylacetamide; 

N-(cis-4- { [4-(dimethylamino)-5,6,7, 8-tetrahydroquinazolin-2-yl]amino} -cyclohexyl)-3 ,4- 
15 difluorobenzamide; 

N-(cis-4-{[4-(dimethyIamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyI)-3,5- 
difluorobenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-4- 
fluorobenzamide; 

20 N-(cis-4-{[4-(dimethylammo)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
fluoro-5-(trifluoromethyl)benzamide; 

N-(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino} -cyclohexyl)- 
hexanamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-4- 
25 methyl-3-nitrobenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
nitrobenzamide; 

(2R)-N-(cis-4-{f4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl3amino}cyclohexyl)-2-- 
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phenylcyclopropanecarboxamide; 

N-(cis-4-{[4-(dtmethylamino)-5,^ 
phenoxybutanamide; 

N-(cis-4-{[4-(dimethylaraino)-5 5 6 3 7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
5 phenoxypropanamide; 

N-(cis-4-{[4-(dimethylamino)-5 > 6,7,8-tetrahydroquinazolin-2-yl]amino}-cyc]ohexyl)-3- 
methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroqumazolin-2-yl]amino}-cycIohexyl)-4- 
methylbenzamide; 
10 N-(cis^{[4^dime%lammo)-5,^ 
(trifluorometlioxy)benzamide; 

4-bromo-N-(cis-4- { [4-(dimethylamino)-5,6,7, 8-tetrahydroquinazolin-2-yl]amino} - 
cyclohexyI)-3-methyIbenzaraide; 

N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]ammo}-cyclohexyl)-3- 
1 5 iodobenzamide; 

2-chloro-N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}- 
cyclohexyl)-4-fluorobenzamide; 

N-(cis-4-{[4^diraethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(3- 
methoxyphenyl)acetamide; 
20 N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]araino}-cyclohexyl)-2-(4- 
fluorophenyl)acetamide; 

N-(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] amino } -cyclohexyl)-2-(4- 
methoxyphenyl)acetamide; 

N-(cis-4-{[4-(dimethylainino)-5,6,7,8-tetrahydroquiiiazolin-2-yl]amino}-cyc]ohexyl)-5- 
25 methyl-2-(trifluoromethyl)-3-furaraide; 

N-(cis-4-{[4<dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2 3 5- 
dimethyl-3-furamide; 

3~chloro-N-(cis-4-{[4-(dimethylaraino)-5 ! 6,7 J 8-tetrahydroquinazolin-2-yl]amino}- 
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cyclohexyl)-4-fluorobenzamide; 

N-(cis-4-{[4<dimethylamino>5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
fluoro-4-methylbenzamide; 

N-(cis-4-{[4-(diraethylainino>5,6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexy])-3,5- 
5 dimethoxybenzamide; 

N-(cis-4-{[4-(dime%Iamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cycIohexyl)-3,5- 
bis(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)-5 : ,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-4- 
fluoro-3 -methylbenzamide; 
10 2 3 5-dichloro-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)thiophene-3-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
(propylthio)nicotinamide; 

1- benzyl-3-tert-butyl-N^cis^-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]- 
15 amino}cyclohexyl)-lH-pyrazole-5-carboxamide; 

5-bromo-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)nicotinamide; 

2- [(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
amino]-2-oxo-l -phenylethyl acetate; 

20 N-(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino} -cyclohexyl)- 

benzamide; 

2-(benzyloxy)-N-(cis-4-{[4-(dimethylammo)-5,6,7 3 8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)acetamide; 

2- (4-chlorophenoxy)-N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]- 
25 amino} cyclohexyl)acetamide; 

3- (2-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
amino}cyclohexyl)-5-methylisoxazole-4-carboxamide; 

l-(4-chlorophenyl)-N-(cis-4-{[4-(dime%lamino)-5,6J,84etrahydroquinazolin-2-yl]- 
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amino}cyclohexyl)cyclopentanecarboxamide; 

3K2-chloro-6-fluorophenyl)-N-(cis^-{[4^dimcthylamino)-5,6J,8-tetrahydroquinazolin-2- 
yl]amino}cyclohexyl)-5-methylisoxazole-4-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroqujnazolin-2-yl|amino}-cycIohexyl)-l,3- 

5 dimethyl-1 H-pyrazole-5 -carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 

fluorobcnzamide; 

N-(cis-4-{[4<dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-4- 
fluoro-3-(trifluoromethyl)benzamide; 
10 N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-5- 
methyl-2-phenyl-2H- 1,2,3 -triazole-4-carboxamide; 

N.( c is-4^[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(4- 
methoxyphenoxy)-5-nitrobenzamide; 

N.( c i s .4-{[4_(dimethylamino>5,6,7,8-tetrahydroquinazoHn-2-yl]amino}-cyclohexyl)-5- 

1 5 nitro-2-fiiramide; 

N_( c i s .4-{[4_(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
phenoxyacetamide; 

N-(cis-4-{[4^dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)- 

quinoxaline-2-carboxamide; 
20 N-(cis-4-{[4Kdimethylamino)-5,6,7,8-tetrahydroqumazolin-2-yl]amino}-cyclohexyl)-3- 

(trifluoromethyl)benzamide; 

2- (3-chlorophenoxy)-N-(cis-4-{[4-(dimetiiylamino)-5,6,7,8-te1rahydroquinazolin-2-yl] 

amino}cyclohexyl)acetamide; 

3- (2,6-didilorophenyl)-N-(cis^-{[4-(dimcthylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
25 amino}cyclohexyl)-5-methylisoxazole-4-carboxamide; 

N_( c j s ^.{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 

phenoxynicotinamide; 

]Sf.( c is-44[4-(dimethylammo)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cycloh 
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methylphenoxy)nicotinamide; 

N-(cis-4-{[4-(dimethylamino)-5^7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(2- 
thienyl)-l,3-thiazole-4-carboxamide; 

5-bromo-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
5 cyclohexyl)thiophene-2-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexy])-2- 
(2,3,6-trichlorophenyl)acetamide; 

2-(2-chloro-4-fluorophenyl)-N-(cis-4-{[4<diraethylamino)-5,6,7,8-tetrahydroquinazolin-2- 
yl]amino}cyclohexyl)acetamide; 
1 0 5-(4-chloro-2-nitrophenyl)-N-(cis-4-{ [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2- 

yl]amino}cyclohexyl)-2-ftiramide; 

5-chloro-N-(cis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)thiophene-2-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroqumazolin-2-yl]amino}-cyclohexyl)-2,3- 
15 diphenylpropanamide; 

N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-3-(2- 
hydroxyphenyl)propanamide; 

N-(cis-4-{[4-(dimethylamino)-5 3 6 : 7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-5- 
iodo-2-fiiramide; 

20 N-(cis-4-{[4-(dimethylaraino)-5 ; 6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(2- 
iodophenyl)acetamide; 

N<cis-4-{[4<dimethylamino)-5,6J,8-tetrahydroquinazolm-2-yl]amino}-cyclohexyl)-2-(5- 
methoxy-2-methyl- 1 H-indol-3 -yl)acetamide; 

N-(cis-4-{[4-(dimethylarnino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
25 oxoindane-1 -carboxamide: 

2-benzyl-N-(cis-4-{[4-(dimethylamino)-5 : ,6 J 7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)benzamide; 

2 5 2-bis(4-chlorophenyl)-N-(cis-4-{[4-(dime%lamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
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amino} cy clohexyl)acetamide; 

NKcis-4-{[4-(dimethylamino)-5,6J,84elTahydroquinazolin-2-yl]amino}-cyclohexyl)-5-(4- 
methyl-2-nitrophenyl)-2-furamide; 

N-(cis-4-{[4<dimethylamino)-5,6 5 7 s 8-tetrahydroquinazoiin-2-yl]amino}-cyclohexyl)-5- 
5 nitrothiophene-2-carboxamide; 

N-(cis-4-{[4-(diraethylamino)-5,6J : 8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
methyl-4-nitrobenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
methoxy-4-nitrobenzamide; 
10 3-acetyl-N<cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amko}- 
cyclohexyl)benzamide; 

5-bromo-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)-2-furamide, 

N-(cis-4-{[4^dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-[(4- 
1 5 methylpyrimidin-2-yl)thio]acetamide; 

5<4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5,6 J 7,8-tetrahydroquinazolin-2-yl]- 
amino } cyclohexy l)-2-furamide; 

2-(3 J 4-dichlorophenyl)-N-(cis-4-{[4Kdimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
amino} cyclohexyl)acetamide, 
20 N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(4- 
hydroxy-3,5-dimethoxyphenyl)acetamide; 

4 ; 5-dibromo-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)thiophene-2-carboxamide; 

N^N 6 -dibenzoyl-NKcis^-{[4-(dimethylamino)-5,6,7,8-tetrahydrociuinazolin-2-yl]amino}- 
25 cyclohexyl)lysinamide; 

3<dimethylamino)-N<cis-4-{[4Kdimethylamino)-5,6 3 7,8-tetrahydroquinazolin-2-yl]- 
amino} cyclohexyl)benzamide; 

4 5 5-dibromo-N-(cis-4-{[4-(dimethylamino)-5,6 5 7 3 84e1rahydroquinazolin-2-yl]ammo}- 
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cyclohexyl)-2-furamide; 

N-(cis-4-{[4-(dimethylamino)-5,6 5 7,8-tetrahydroquina2olin-2-yl]amino}-cyclohexy])-4-(4- 
fluorophenyl)-4-oxobutanamide; 

N-(cis-4-{[4-(dimethylamino>5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(2- 
5 fluorobiphenyl-4-yl)propanamide; 

N-(cis-4-{[4-(dime%lamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-[4- 
(l-oxo-l,3-dihydro-2H-isoindol-2-yl)phenyl]propan amide; 

N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(lH- 
indol-3 -yl)acetamide; 

10 N<cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(7- 
methoxy-2-oxo-2H-chromen-4-yl)acetamide; 

N-(cis-4-{[4-(dimethylammo)-5,6,7,84etrahydroquinazolin-2-yl]amko}-cyclohexyl)-2-(lH- 
indol-3-yl)-4-oxo-4-phenylbutanamide; 

N-(cis-4-{[4-(dimethylamino)-5 3 6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3 : ,5- 
15 dimethyl-2-[({[4-(trifluoromethoxy)phenyl]amino}carbonyl)amino]-benzamide; 

3,5-dichloro-N-(cis^-{[4-(diinethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}- 
cyclohexyl)-2-[(3-phenylprop-2-ynoyl)amino]benzamide; 

4-(4-tert-butylphenyl)-N-(cis-4-{[4Kdimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
amino} cyclohexyl)-2-(7-ethyl- 1 H-indol-3 -yI)-4-oxobutanamide; 
20 N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyI)-2-(l- 
methyl-lH-indol-3-yl)-4-(4-methylphenyl>4-oxobutanamide; 

N-(cis-44[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
methyl- 1 -(3 -morpholin-4-ylpropyl)-5-phenyl-l H-pyrrole-3 -carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-4-(4- 
25 nitrophenyl)butanam ide: 

N-(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] amino} -cyclohexyl)-2-(3 - 
phenoxyphenyl)acetamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7 J 8-tetrahydroqumazolin-2-yl]amino}-cyclohexyl)-2-(4- 
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phenoxyphenyl)acetamide; 

N-(cis-4- { [4-(dimethylamino)-5,6 J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(2- 
phenyl- 1 H-indol-3 -yl)acetamide; 

N 2 -benzoyl-N 5 -(cis-4-{[4-(dimethylamino)-5 5 6,7 5 8-tetrahydroquinazolin-2-yl]amino}- 
5 cyclohexyty-N^N'-dipropylglutamamide; 

N-(cis-4-{[4-(dime%lammo)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
phenoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5 5 6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
(ethylthio)-2,2-diphenylacetamide; 
1 0 N'-(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino} -cyclohexyl)-N,N- 

bis [( 1 S)- 1 -phenylethyl]phthalamide; 

(2S)-N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}cyclohexyl)-2- 
(2-fluorobiphenyl-4-yl)propanamide; 

2-[(4-chlorobenzyl)thio]-N-(cis-4-{[4-(dimethylammo)-5,6,7,84etrahydroquinazolin-2-yl]- 
1 5 amino} cyclohexyl)-4-(4-methylphenyl)-4-oxobutanamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
{(lE)-5-fluoro-2-methyl-l-[4-(methylsulfinyl)benzylidene]-lH-inden-3-yl}acetamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-[4- 
(2-thienylcarbonyl)phenyl]propanamide; 
20 3-(benzyloxy)-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)-4-methoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
methyl- 1 ,5-diphenyl- 1 H-pyrrole-3 -carboxamide; 

l-{2-[(2-chloro-6-fluorobenzyl)thio]ethyl}-N-(cis-4-{[4-(dimcthylamino)-5,6,7,8- 
25 tetrahydroquinazolin-2-yl]amino}cyclohexyl)-2-methyl-5-phenyl-lH-pyrrole-3-carboxamide; 

N-(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] amino } -cyclohexyl)-2- 
phenoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
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phenylquinoline-4-carboxamide; 

N-(cis-4-{[4-(dimethylamino>5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-5-(3- 
nitrophenyl)-2-furamide; 

N-(cis-4-{[4-(dimethylamino>5,6,7 s 8-tetrahydroquinazolm-2-yl]amino}-cyclohexyl)-5- 
5 nitrothiophene-3-carboxamide; 

N-(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquina2olin-2-yl]amino) -cyclohexyl)- 1 - 
methyl-4-nitro-1H-pyrrole-2-carboxamide; 

N.( c is-4-{[4-(dimethylainino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
methoxy-4-nitrobenzamide; 
1 0 N-(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino} -cyclohexyl)-2- 

methoxy-2-phenylacetamide; 

5-chloro-N-(cis^-{[4<dimethyIaniino)-5,6,734etrahydroquinazolin-2-yl]amino}- 
cyclohexyl)-2-hydroxybenzamide; 

3-bromo-N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
15 cyclohexyI)methyl]benzamide; 

N.[( c i s .4-{[4_(dimethylaraino)-5,6 : ,7,8-tetrahydroqumazolin-2-yl]amino}-cyclohexyl)- 
methyl]-2-(ethylthio)nicotinamide; 

N-[(cis-4-{[4-(dimethylaraino)-5 J 6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
methyl]-2-(4-methoxyphenyl)acetamide; 
20 N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
methyl]-5-methyl-2-(trifluoromethyl)-3-furamide; 

(2E)-N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)- 
methyl]-3-(4-nitrophenyl)acrylamide; 

N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
25 methyl]-4-fluoro-3-methylbenzamide; 

N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
methyl]-2-(propylthio)nicotinamide; 

2,6-dichloro-N-[(cis-4-{[4-(dimethylamino)-5,6J ; 84etrahydroquinazolin-2-yl]araino}- 
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cyclohexyl)methyl]benzamide; 

N- [(cis-4- { [4-(dimethylamino)-5 ,6,7,84etrahydroquinazolin-2-yl] amino} -cyclohexyl)- 
methyl]-2,4,6-trimethylbenzamide; 

2- chloro-N-[(cis-4-{[4-(dimethyIamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
5 cyclohexyl)methyl]-6-fluoroben2amide; 

2,4,64richloro-N-[(cis-4-{[4-(dimethylamino>5,6J,84etrahydroquinazolin-2-yl]amino}- 
cyclohexyl)methyl]benzamide; 

N-[(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
methyl]-2-(2,3,6-trichlorophenyl)acetamide; 
10 (2E)-N4(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}cyclohexyl)- 
methyl]-3 -(3 -nitrophenyl)acrylamide; and 

N-[cis-4-(4-dimethylamino-5,6,7,S4etr^ 
3 ,4-difluoro-benzamide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
15 In some embodiments, compounds of the present invention are of Formula (I) wherein the 

compound is selected from the group consisting of: 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
methoxybenzamide; 

3- bromo-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
20 cyclohexyl)benzamide; 

N-(cis-4-{[4<dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2,l,3- 
benzoxadiazole-5-carboxamide; 

3 -chloro-N-(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] amino } - 
cyclohexyl)benzamide; 

25 4-chloro-N-(cis-4-{[4-(dimethylamino>5,6 3 7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)benzamide; 

4- chloro-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)-3-nitrobenzamide; 
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2- (4-chlorophenyl)-N-(cis-4-{[4-(dimethy]amino)-5 5 6,7 5 8-tetrahydroquinazolin-2-yl]- 
amino } cyclohexy l)acetamide; 

3- cyano-N-(cis-4-{[4<dimethylamino>5 3 6J,C4etrahydroquina.Tolin-2-yl]amino}- 
cyclohexyl)benzamide; 

5 3 3 5-dichloro-N-(cis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-y]]amino}- 
cyclohexyl)benzamide; 

3,4-dichloro-N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroqumazolin-2-yl]amino}- 
cyclohexyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2,2- 
10 diphenylacetamide; 

N-(cis-44[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-y]]amirio}-cyclohexyl)-3,4- 
difluorobenzamide; 

NKcis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3,5- 
difluorobenzamide; 

15 N-(cis-4-{[4-(dimethylamino)-5,6,7 J 8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-4- 
fluorobenzamide; 

N-(cis-4- { [4-(dimethylaraino)-5 ? 6,7,8-tetrahydroqumazolin-2-y]] amino} -cyclohexy l)-3 - 
fluoro-5-(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6 : ,7 ; 8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-4- 
20 methyl-3-nitrobenzamide; 

N-(cis-4-{[4-(dimethylamino)-5 7 6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
nitrobenzamide; 

N-(cis-4- { [4-(dimethylamino)-5 ,6,7,8-tetrahydroquinazol in-2-yl]amino} -cyclohexyl)-2- 
phenoxybutanamide; 

25 N-(cis-4- { [4-(dimethylamino)-5,6,7,8-tetraliydroquinazolin-2-yl]amino} -cyclohexyl)-2- 

phenoxypropanamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7 7 8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
methylbenzamide; 
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N-(cis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
iodobenzamide: 

F-(cis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(4- 
fluorophenyl)acetamide; 

5 N-(cis-4-{[4-(dime%lamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2,5- 
dimethyl-3-furamide; 

3-chloro-N-(cis-4-{[4-(dimethy!amino>5,6,7 3 8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)-4-fluorobenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3,5- 
10 dimethoxybenzamide; 

N-(cis^-{[4-(dimethylamino)^^ 
bis(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-4- 
fluoro-3 -methylbenzamide; 
15 2,5-dichloro-N-(cis^-{[4-(dimethylamino)-5,6 5 7,84etrahydroquinazolin-2-yl]amino}- 
cyclohexyl)thiophene-3-carboxamide; 

5-bromo-N-(cis-4-{[4-(dimethylammo)-5,6.,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)nicotinamide; 

2- [(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
20 amino]-2-oxo-l-phenyIethyI acetate; 

3- (2-chIoro-6-fluorophenyl)-N-(cis-4-{[4-(dimethylamino)-5,6 r 7,8-tetrahydroquinazolin-2- 
yl]amino}cyclohexyi)-5-methylisoxazole-4-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5 3 6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
fluorobenzamide; 

25 N-(cis-4- { [4-(dimethylaraino)-5,6,7,8-tetrahydroquinazolin-2-yl] amino } -cyclohexyl)-4- 

fluoro-3-(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(4- 
methoxyphenoxy)-5-nitrobenzamide; 
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N-(cis-4-{[4-(dimethylamino)-5 5 6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-5- 
nitro-2-furamide; 

N-(cis-4-{[4-(dimethylamino)-5 : ,6 3 7,8-tetrahydroquinazolm-2-yl]amino}-cyclohexyl)-2- 
phenoxyacetamide; 

5 N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
quinoxaline-2-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
(trifluoromethyl)benzamide; 

2- (3-chlorophenoxy)-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
1 0 amino} cyclohexyl)acetamide; 

3- (2,6-dichlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
amino } cyclohexyl)-5-methylisoxazole-4-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6J : 84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(4- 
methylphenoxy)nicotinamide; 
15 2-(2-chloro-4-fluorophenyl)-N-(cis-4-{[4-(dimethylamino)-5 5 6,7,8-tetrahydroquinazolin-2- 
yl]amino} cyclohexyl)acetamide; 

5-(4-chloro-2-nitrophenyl)-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2- 
yl]amino} cyclohexyI)-2-fiiramide; 

5-chloro-N-(cis-4-{[4-(dimethylamino)-5,6,7 ? 8-tetrahydroqiiinazolin-2-yl]amino}- 
2 0 cyclohexyl)thiophene-2-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5 3 6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-5- 
iodo-2-furamide; 

2,2-bis(4-chlorophenyl)-N-(cis-4- { [4-(dimethylamino)-5,6,7, 8-tetrahydroquinazolin-2-yl]- 
amino} cyclohexyl)acetamide; 
25 N-(cis-4-{[4-(dirnethylamino)-5,6 3 7,8-tetrahydroquinazolm-2-yl]amino}-cyclohexyl)-5- 
nitrothiophene-2-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
methyl-4-nitrobenzamide; 
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N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-3- 
methoxy-4-nitrobenzamide; 

3- acetyI-N-(cis-4-{[4-(dimethylamino)-5 s 6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyI)benzamide; 

5 5-bromo-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)-2-furamide; 

5-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
amino} cyclohexyl)-2-furamide; 

2-(3 3 4-dichlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5 5 6,7,8-tetrabydroquinazolin-2-yl]- 
10 amino} cyclohexyl)acetamide; 

N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(4- 
hydroxy-3,5-dimethoxyphenyl)acetamide; 

4,5-dibromo-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)-2-furamide; 

15 N-(cis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-(lH- 
indol-3-yl)acetamide; 

N-(cis-4- { [4-(dimethylaraino)-5 ; 6,7, 8-tetrahydroquinazolin-2-yl] amino } -cyclohexyl)-2-(7- 
methoxy-2-oxo-2H-chromen-4-yl)acetamide; 

N-(cis-4-{[4-(dimethylamino)-5 7 6,7,8-tetrahydroquinazolin-2-y]]amino}-cyclohexyl)-3,5- 
20 dimethyl-2-[({[4-(trifluoromethoxy)phenyI]amino}carbonyl)amino]-benzamide; 

3,5-dichloro-N-(cis-4-{[4-(dimethylamino)-5 7 6,7,8-tetrahydroquinazolin-2-yl]amino}- 
cyclohexyl)-2-[(3-phenylprop-2-ynoyl)amino]benzamide; 

4- (4-tert-butylphenyl)-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
amino}cyclohexyl)-2-(7-ethyI-lH-indol-3-yl)-4-oxobutanamidc; 

25 N-(cis-4-{[4-(dimethyIammo>5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
methyl-l-(3-morphoiin-4-ylpropyl)-5-phenyl-lH-pyrrole-3-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-4-(4- 
nitrophenyl)butanamide; 
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N-(cis-4-{ [4-(dimethylamino)-5 ^^jS-tetrahydroquinazolin^-yl] amino} -cyclohexyl)-2-(2- 
phenyl- 1 H-indol-3-y!)acetamide; 

N 2 -benzoyl-N 5 -(cis-4-{[4Hdimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino)- 
cyclohexy^-N^-dipropylglutamamide; 
5 N-(cis-4-{[4-(dimethylamino)-5^^ 
phenoxybenzamide; 

N'-(cis-4-{[4-(dimethylamino>5,^ 
bis[(l S)-l -phenylethyljphthalamide; 

N-(cis^-{t4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
10 {(lE)-5-fluoro-2-methyl4^4-(methy^ 

3-(ben2yloxy)-N-(cis-4-{[4^dimethylamino)-5,6J,84etrahydroquina2olin-2-yl]amino}- 
cyclohexyl)-4-methoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2- 
phenoxybenzamide; 

15 N<cis-4-{[4-(dimethylamino)-5,6,7 J 8-tetrahydroquinazoIin-2-yl]amino}-cyclohexyl)-5- 
nitrothiophene-3-carboxamide; 

N<cis-4-{[4<dimethylamino)-5,6J,84etrahydroquinazo]in-2-yl]amino}-cyclohexyl)-l- 
methyl-4-nitro- 1 H-pyrrole-2-carboxamide; 

5-chloro-N-(cis-4-{[4-(dimethylamino)-5 : 6,7,8-tetrahydroquinazolin-2-yl]amino}- 
20 cyclohexyl)-2-hydroxybenzamide; 

N4(cis-4-{[4-(dimethylamino)-5 5 6J,8^etrahydroquiBazolm-2-yl]amino}-cyclohexyl)^ 
methyl]-2-(ethylthio)nicotin amide; 

N-[(cis-4-{[4-(dimethylamino)-5,6 7 7 3 8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
methyl]-2-(4-methoxyphenyl)acetamide; 
25 N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cycloliexyl> 
mcthyl]-5-methyl-2-(trifluoromethyl)-3-fiiramide; 

]Si4(cis4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazo]in-2-yl]amino}-cyclohexyl)- 
methyl]-2-(propylthio)nicotinamide; and 
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2,4,64richloro-N-[(cis-4-{[4-(dimethylamino)-5 5 6J,84etrahydroquinazolin-2-yl]arnino}- 
cyclohexyl)methyl]benzamide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 

(i) C1.5 alkyl, and 

C). 5 alkyl substituted by substituent(s) independently selected from the group 

consisting of: 

•oxo, 

•Ci. 5 alkoxy carbonyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

..Q.5 alkyl, 

i "C2-5 alkenyl, and 

••C1.5 alkoxy, 
•Ci_ 5 alkylthio, and 
•heterocyclyl, 

(ii) C3.6 cycloalkyl, and 

) C3.6 cycloalkyl substituted by carbocyclic aryl, 

(iii) carbocyclyl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 
5 'halogen, 
•cyano, 
•nitro, 
•C1-5 alkyl, 
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•C1.5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

°°halogen, 

a 'Oxo, and 

••carbocyclic aryl, 
•d_s alkoxy carbonyl, 
•Ci.7 alkoxy, 

•Ci_ 7 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 

"halogen, and 

••carbocyclic aryl, 
*C 3 .6 cycloalkoxy, 
•carbocyclic aryloxy, 
•mono-Q.5 alkylamino, 
■di-Q.s alkylamino, 
•d-s alkylthio, 

•Ci_5 alkylthio substituted by halogen, and 
•carbocyclic aryl, 
(v) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
•halogen, 
■Cm alkyl, 

•Ci- 5 alkyl substituted by halogen, 
r Ci- 5 alkoxy carbonyl 

•C1.5 alkoxy carbonyl substituted by carbocyclic aryl, and 
•carbocyclic aryl; 
L is Formula (VII); 
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Y is -C(0)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is indanyl, adamantly, or 9/f-fluorenyl; 
heterocyclyl is 2,3-dihydro-benzo[l ,4]dioxinyl, 
5 3,4-dihydro-2#-benzo[b] [1 ,4]dioxepinyl, 4#-benzo[l ,3]dioxinyl, 

benzo[l,3]dioxolyl, ruryl, isoxazolyl, piperidyl, pyridyl, orthienyl; 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; 
10 R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -: R 5 is hydrogen; or a 
pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, R, is selected from the group consisting of: 

(i) Ci_ 5 alkyl, and 

C 15 alkyl substituted by substituent(s) independently selected from the group 
15 consisting of: 

•C]. 5 alkoxy carbonyl, 
•carbocyclic aryl, and 
•carbocyclic aryl substituted by halogen, 

(ii) carbocyclic aryl, and 

20 carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 
•halogen, 
•nitro, 
•C M alkyl, 

25 'Ci.5 alkyl substituted by halogen, 

•Cm alkoxy, and 

•Cm alkoxy substituted by halogen, 

(iii) heterocyclyl, and 
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heterocyclyl substituted by C]_ 5 alkyl, and 
heterocyclyl substituted by carbocyclic aryl; 
wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is isoxazolyl; 
5 halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(2- 
10 ethyl-6-methylphenyl)urea; 

N-(cis-4-{[4-(dimetliylamino)-5,6,7,8-terrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(4- 
fluorophenyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'- 
mesitylurea; 

15 N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'- 
(2,4,6-trichlorophenyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'- 
(2,4,6-tribromophenyl)urea; 

N-(2,4-dibromo-6-fluorophenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8- 
20 tetrahydroquinazolin-2-yl]amino}cyclohexyI)urea; 

N-(2,6-diethylphenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
amino} cyclohexy])urea; 

N-(2-chlorobenzyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
amino} cyclohexyl)urea; 

25 N-(cis-4-{[4-(dimethyIaniino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyc]ohexyl)-N'-(2- 
ethyl-6-isopropylphenyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5 7 6,7,8-tetrahydroqiiinazolin-2-yl]amino}-cyclohexyl)-N'-(2- 
ethylphenyl)urea; 
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N-(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(2- 
isopropyl-6-methylphenyl)urea; 

N-(2-tert-butyl-6-methylphenyl)-N'-(cis-4-{[4-(dimethylamino)-5 9 6 5 7 3 8- 
tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea; 
5 N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino]-cyclohexyl)-N'- 
(diphenylmethyl)urea: 

N-(4-bromo-2, 6-dimediylphenyl)-N'-(cis-4- { [4-(dimethylamino)-5 ,6,7,8- 
tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(3- 
1 0 methyl-5 -phenylisoxazol-4-yl)urea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexy^ 
naphthylurea; 

N-(cis-4- { [4-(dimethylamino>5,6,7,8-tetrahydroquinazolin-2-yl]amino} -cyclohexyl)-N'-[ 1 - 
( 1 -naphthyl)ethyl]urea; 

15 N-(2,4-dibromophenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
araino} cyclohexyl)urea; 

N-(2,4-dichloroben2yl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
amino} cyclohexyl)urea; 

N-(2,4-dimethoxyphenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2- 
20 yl]amino}cyclohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(2- 
ethoxyphenyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(2- 
fluorobenzyl)urea; 

25 N-(cis-4-{[4-(dimethylamino)-5 ; 6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'- 
(3,4,5-trimethoxyphenyl)urea; 

N-(3,4-dimethoxyphenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2- 
yl] amino } cyclohexyl)urea; 
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N-(4-chloro-2-methylphenyl)-N'-(cis-4-{[4r(diniethylamino)-5,6J,84etrahydroquinazolin-2- 
yl]amino} cyclohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5 5 6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(4- 
fluorobenzyl)urea; 

5 N-(cis-4-{[4-(dimetliylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(4- 
methoxy-2-methylphenyl)urea; 

N-(5-chloro-2,4-dimethoxyphenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8- 
tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea; 

N-[l-(4-bromophenyl)ethyl]-N'-(cis-4-{[4-(dimethylamino)-5,6,7 J 8-tetrahydroquinazo]in-2- 
1 0 yl] amino} cyclohexyl)urea; 

N-(4-bromo-2-methylphenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6 J 7,84etrahydroquinazolin 
2-yl]amino} cyclohexyl)urea; 

N-(cis-4- { [4-(dimethylamino)-5 ,6,7, 8-tetrahydroquinazolin-2-yl]amino} -cyclohexyl)-N'-(5- 
methyl-3-phenylisoxazol-4-yl)urea; 
15 N-(2,3-dichlorophenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetralaydroquinazolin-2-yl]- 
amino } cyclohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(4- 
methylphenyl)urea; 

N-(2,6-diisopropylphenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2- 
20 yl]amino}cyclohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'- 
(2,4,5-trichlorophenyl)urea; 

N-(2,5-dimethoxyphenyl)-NHcis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2- 
yl] amino} cyclohexyl)urea; 
25 N-(4-bromo-2-chlorophenyl)-N r -(cis-4-{[4-(dimethylamino)-5 3 6 5 7 J 8-tetrahydroquinazolm-2- 
yl] amino} cyclohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)-N'-[2- 
(trifluoromethoxy)phenyl]urea; 
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N-[(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yI]amino} -cyclohexyl)- 
methyl]-N'-(2,6-dimethylphenyl)urea; 

N<2 5 4-difliiorophenyl)-N , -[(cis-4-{[4<dimethylamino)-5 3 6J J §4etraii}droquinazolin-2-yl]- 

amino}cyclohexyI)methyl]urea; 
5 N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
methyl]-N'-(2-ethyl-6-methylphenyl)urea; 

ethyl N-({ [(cis-4- { [4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]-amino} - 
cyclohexyl)methyl]araino}carbonyl)leucinate; 

N-[(cis-4-{[4-(dimethylammo)-5,6,7 5 84etrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
1 0 methyl]-N'-(4-fluorophenyl)urea; 

N-[(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)- 

methyl]-N'-mesitylurea; 

N-[(cis-4-{[4-(dimethylamino)-5,6J,84etrahydroquinazolin-2-yl]amino}-cyclohexyl)- 

methyl]-N'-(2,4,6-trichlorophenyl)urea; 
1 5 N-[(cis-4-{ [4-(dimethyIamino)-5,6,7, 8-tetrahydroquinazolin-2-yl]amino} -cyclohexyl)- 

methyl]-N'-(2,4,6-tribromophenyl)urea; 

NK2,6-diethylphenyl)-N'-[(cjs-4-{t4-(dimethylaraino)-5,6J,84etrahydroquinazolin-2-yl]- 

amino} cyclohexyl)raethyl]urea; 

N-[2-chloro-6-(trifluoromethyl)phenyl]-N'-[(cis-4-{[4-(dimetlaylamino)-5,6 J 7 J 8- 
20 tetrahydroquinazolin-2-yl]amino} cyclohexyl)methyl]urea; 

N-(2-chloro-6-methylphenyl)-NH(c^ 
2-yl]amino}cyclohexyl)methyl]urea; 

N-[(cis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
methyl]-N'-(2-ethyl-6-isopropylphenyl)urea; 
25 N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclQhexyl)- 
methyl]-N'-(2-isopropyI-6-methylphenyl)urea; 

N-(24ert-butyl-6-methylpheoyl)-]Sr-Kcis^-{[4<dimethylamino)-5,6,7,8- 
tetrahydroquinazolin-2-yl]amino}cyclohexyl)methyl]urea; 
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N-(24ert-butylphenyl)-N'-[(cis^-{[4-(djraelJiylamino)-5,6 5 7,84etrahydroquinazolin-2-yl]- 
amino} cyclohexyl)methyl]urea; 

N-(3-chloro-2-methylphenyl)-N'-[(cis-4-{[4-(dimethylamino)-5 5 6J s 84elTahydroquinazolm 
2-yl]amino}cyclohexyl)methyl]urea; 



tetrahydroquinazolin-2-yl]amino } cyclohexyl)methyl]urea; 

N-(2,6-diisopropyIphenyl)-N'-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2- 
yl]amino}cyclohexyl)methyl]urea; 

N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)- 
1 0 methyl]-N'-(2,3-dimethyl-6-nitrophenyl)urea; 

N-(2,6-dibromo-4-fluorophenyl)-N'-[(cis-4-{[4-(dimethylamino)-5,6,7,8- 
tetrahydroqumazolin-2-y]]amino}cycIohexyl)methyl]urea; 

N-(2,6-dichlorophenyl)-N4(cis-4-{[4-(dime%^ 
amino} cyc!ohexyI)methyl]urea; and 
15 l-(2,3-dichIoro-phenyI)-3-[cis-4-(4-dmiethylaraino--5,6 J 7,8-tetrahydro-quinazolin-2- 
ylamino)-cyclohexylmethyl]-urea; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) Ci_ 8 alkyl, and 

20 Ci_ 8 alkyl substituted by substituent(s) independently selected from the group 



5 



N-(4-bromo-2,6-dimethylphenyl)-N*-[(cis-4-{[4-(dimethylamino)-5,6,7,8- ■ 



consisting of: 



•mono-Ci. 5 alkylamino, 



•di-C].5 alkylamino, 



•C 3 . 6 cycioalkyl, 



25 



°C 3 . 6 cycloalkenyl. 



s carbocyclic aryl, 



•carbocyclic aryl substituted by substituent(s) independently selected from 



the group consisting of: 
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••halogen, 

"Ci_ 5 alkyl, and 
oo C t . 5 alkoxy, 
e heterocyclyl, 
5 (ii) C 2 _ 5 alkynyl, 

(iii) C 2 _5 alkenyl, 

(iv) C3.12 cycloalkyl, 

(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

1 0 carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 
•halogen, 
•cyano, 
•nitro, 

15 "Cuo alkyl, 

•Clio alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, and 

••oxo, 

20 'carboxy, 

•C1-5 alkoxy carbonyl, 
•C1-5 alkoxy, 

•C1-5 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 
25 '-halogen, and 

"•carbocyclic aryl, 
•carbocyclic aryloxy, 
•carbocyclic aryloxy substituted by nitro, 
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•mono-Ci.5 alkylamino, 
•di-Ci.s alkylamino, 
°Ci_5 alkoxy carbonylamino, 
°carbocyclic aryl azo, 

•carbocyclic aryl azo substituted by substituent(s) independently selected 
from the group consisting of: 

••mono-Ci.5 alkylamino, and 

o «di-Ci-5 alkylamino, 
•Cj. 5 alkylthio, 

•Cj.5 alkylthio substituted by halogen, 

•carbocyclic arylthio, 

•carbocyclic arylthio substituted by nitro, 

•amino sulfonyl, 

•heterocyclyl sulfonyl, 

•C3.6 cycloalkyl, 

•C3-6 cycloalkyl substituted by C x . 5 alkyl, 
•carbocyclic aryl, and 
•heterocyclyl, 
(vii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
•d. 5 alkyl, 

•C1.5 alkoxy carbonyl, 
•carbocyclic aryloxy, 
"carbocyclic aryl, and 
'heterocyclyl; 
Lis Formula (Vn); 
Y is -C(S)NR 5 -; 



WO 2004/087669 



PCT/JP2004/004624 



168 

wherein carbocyclic aryl is phenyl or naphthyl; 

carbocyclyl is indanyl, bicyclo[2.2.1]heptyl, bicyclo[2.2. 1 ]heptenyl, or 
adamantly; 

heterocyclyl is 2,3-dihydro-benzo[l,4]dioxinyl, 
5 4,5,6,7-tetrahydro-benzo[b]thicnyl, benzo[l,3]dioxolyl, benzo[2,l ,3]thiadiazolyl, 

furyl, isoxazolyl, morpholinyl, oxazolyl, phenanthro[9, 1 0-d]oxazolyl, piperidyl, 
pyrazolyl, pyridyl, tetrahydrofuryl, or thienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
10 In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; 

R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -: R5 is hydrogen; or a 
pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 

(i) Ci_5 alkyl, and 

15 C1.5 alkyl substituted by carbocyclic aryl, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

20 *Ci. 5 alkyl, 

•Ci„ 5 alkyl substituted by halogen, 
•C1.5 alkoxy, 

•C1-5 alkoxy substituted by halogen, 
•mono-Cu alkylamino, and 
25 °di-C]. 5 alkylamino; 

wherein carbocyclic aryl is phenyl or naphthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
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In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 

N-(2,4-dimethoxyphenyI)-N'<ci\^4-{[4-(dimethyIaiiiino)-5,6,7,3-tetrahydroquinazolin-2- 
yljamino} cyclohexyl)thiourea; 
5 N-(cis-4-{[4-(dimethylamino)-5,6,7 ; ,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'- 
(3 ,4,5-trimethoxyphenyl)thiourea; 

N-(3,4-dimethoxyphenyl)-N'-(cis-4-{[4-(dimethy]amino)-5,6,7,8-tetrahydroquinazolin-2- 
ylj amino} cyclohexyl)thiourea; 

N44-(dimethylamino)-l-naphthyl]-N'-(cis-4-{[4-(dimethylamino)-5,6 3 7 3 8- 
1 0 tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea; 

N-(cis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(2- 
methoxy-5-methylphenyl)thiourea; 

N-(4-bromo-2-chlorophenyl)-N'-(cis-4- { [4-(dimethylamino)-5 ,6,7 , 8-tetrahydroquinazolin-2- 
yl]amino} cyclohexyI)thiourea; 
15 N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(4- 
iodophenyl)thiourea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'- 
(2,4,6-tribromophenyl)thiourea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'- 
20 (2,4,6-trichIorophenyl)thiourea; 

N-(cis-4-{[4-(dunethylamino)-5,6,7 3 8-te<rahydroquinazolin-2-yl]amino}-cyclohexyl)-N'- 
mesirylthiourea; 

N^cis^-{[4-(dimethylamino)-5,6,7,84etrahydroquirjazo]in-2-y]Jamino}-cyclohexy])-N'- 
(2,4-dimethylphenyl)thiourea; 
25 N-(2,6-diethylphenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]- 
amino} cyclohexyl)thiourea; 

N-(4-bromo-2,6-dimethylphenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8- 
tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea; 
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N-(4-bromo-2-methylphenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin- 
2-yl]amino} cyclohexyl)thiourca; 

N-[4-bromo-2-(trifluoromethyI)phenyl]-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8- 
tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea; 
5 N-(4-chloro-2-methylphenyl)-NHcis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazoIin-2- 
yl]amino}cyclohexyl)thiourea; 

N-[4-chloro-2-(trifluoromethyI)phenyl]-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8- 
tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea; 

N-(cis-4-{[4-(dime%lamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(4- 
1 0 fluoro-2-methylphenyl)thiourea; 

N-(cis-4-{[4-(dimethylamino)-5 3 6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(4- 
methoxy-2-methyIphenyl)thiourea; 

N-(5 -chloro-2,4-dimethoxyphenyl)-N'-(cis-4- { [4-(dimethylamino)-5 ,6,1, 8- 
tetrahydroquinazolin-2-yI]amino}cyc!ohexyl)thiourea; 
1 5 N-(2,4-dibromo-6-fluorophenyl)-N'-(cis-4-{ [4-(dimethylamino)-5,6,7,8- 

tetrahydroquinazoIin-2-yl]amino}cyclohexyl)thiourea; 

N-(2 3 4-dichloro-6-methylphenyl)-N'-(cis-4-{[4-(dimethylamino)-5,6,7,8- 
tetrahydroquinazolin-2-yl]ammo}cyclohexyI)thiourea; 

N-(cis-4-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'-(2- 
20 ethoxyphenyl)thiourea; 

N4^4-bromo-2-(trifluoromethoxy)phenyl]-N'-(cis-4-{[4-(dimethylarnino)-5,6,7,8- 
tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea; 

N-(4-chloro-2,5-dimethoxyphenyI)-N'-(cis-4-{[4-(dimethylamino)-5,6,7 3 8- 
tetrahydroquinazolin-2-yl]amino}cycIohexy!)tliiourea; and 
25 N-(cis-4-{[4-(dimethylamino>5 ; 6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-N'- 
(2,2-diphenylethyl)thiourea; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Rj is selected from the group consisting of: 
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(i) Q.8 alkyl, and 

C^g alkyl substituted by substituent(s) independently selected from the group 
consisting of: 
"halogen, 
•C1-5 alkoxy, 

»Cj. 5 alkoxy substituted by carbocyclic aryl, 

•carbocyclyl, 

'carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••nitro, and 

••C1.5 alkoxy, 

(ii) C 2 .5 alkenyl, 

(iii) carbocyclyl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 
•halogen, 
•d. 5 alkyl, 

•C1-5 alkyl substituted by halogen, and 

•C1.5 alkoxy; 

L is Formula (VII); 

Y is -C(0)0-; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is 9i/-fluorenyl or menthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
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In some embodiments of the present invention, R2 is methylamino or dimethylamino; p is 0; 
R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutical^ 
acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Q is Formula (IV); p is 0; 
Ri is selected from the group consisting of: 
(i) Cm alkyl, and 

Cj.8 alkyl substituted by substituent(s) independently selected from the group 

consisting of: 

•halogen, 

•oxo, 

•C1-5 alkoxy, 

•C1.5 alkoxy substituted by carbocyclic aryl, 
•Ci_ 5 alkylcarbonyloxy, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
•carbocyclic aryloxy substituted by nitro, 
•carbocyclic aryloxy substituted by Ci_ 5 alkoxy, 
•heterocyclyloxy, 

•heterocyclyioxy substituted by C1.5 alkyl, 

•C1-5 alkoxycarbonyl, 

•mono-Ci.5 alkylaminocarbonyl, 

•di-Q.s alkylaminocarbonyl, 

•mono-Cj_5 alkylamino, 

•mono-Cj.5 alkylamino substituted by cyano, 

•mono-Ci.5 alkylamino substituted by carbocyclic aryl, 

•di-Q.5 alkylamino, 

•di-Ci-5 alkylamino substituted by cyano, 

•di-C!_ 5 alkylamino substituted by carbocyclic aryl, 
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•monocarbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by Ci_ 5 alkyl, 

°di-carbocyclic arylamino, 

°di-carbocyclic arylamino substituted by C]. 5 alkyl, 

°Ci- 5 alkoxycarbonylamino, 

"carbocyclic arylcarbonylamino, 

•d. 5 alkylthio, 

•C M alkylthio substituted by substituent(s) independently selected from the 
group consisting of: 

••carbocyclic aryl, 

••carbocyclic aryl substituted by halogen, and 

••carbocyclic aryl substituted by Cj. 5 alkoxy, 
•carbocyclic arylthio, 
•heterocyclylthio, 

•heterocyclylthio substituted by nitro, 
•heterocyclylthio substituted by Ci_ 5 alkyl, 
•C 3 . 6 cycloalkyl, 
•C3.6 cycloalkenyl, 
•carbocyclyl, 

•carbocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 



••Cm alkyl 
••C].5 alkoxy, 
••C 2 _ 5 alkenyl, and 

••C 2 - 5 alkenyl substituted by substituent(s) independently selected 
from the group consisting of: 

•••carbocyclic aryl, and 
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•••carbocyclic aryl substituted by Cm alkylsulfinyl, 
•carbocyclic aryl, 

°carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 



oe hydroxy, 
••nitro, 
••Ci-s alkyl, 

•♦Cm alkyl substituted by substituent(s) independently selected from 
the group consisting of: 
•••oxo, 

•••carbocyclic aryl, and 

•••heterocyclyl, 
••C 2 -5 alkenyl, 
••Cm alkoxy, 

••Cm alkoxy substituted by halogen, 
••Ci-s alkoxy substituted by carbocyclic aryl, 
••carbocyclic aryloxy, 
••carbocyclic aryl, and 
••heterocyclyl, 
•heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
••Cm alkyl, 

••Cm alkyl substituted by carbocyclic aryl, 
••Cm alkoxy, 

••Cm alkoxy substituted by carbocyclic aryl, 
••carbocyclic aryl, and 
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••carbocyclic aryl substituted by halogen, 

(ii) C 2 - 7 alkenyl, and 

C 2 . 7 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
-carbocyclic aryl, 

"carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

^•halogen, 

••nitro, and 

"Ci_ 5 alkoxy, 

(iii) C2-5 alkynyl, and 

C 2 - 5 alkynyl substituted by carbocyclic aryl, 

(iv) C 3 . 6 cycloalkyl, and 

C3.6 cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•C1.5 alkyl 

•C1.5 alkyl substituted by oxo, 

•C1.5 alkyl substituted by carbocyclic aryl, and 

•carbocyclic aryl, 

(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•cyano, 

•nitro, 

■C M alkyl 
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•C1-5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

"-halogen, 
°°oxo, 

5 ••carbocyclic aryloxy, 

-carbocyclic aryl, and 
••carbocyclic aryl substituted by Cm alkyl, 
•Ci_5 alkoxy, 

•Ci_5 alkoxy substituted by substituent(s) independently selected from the 
1 0 group consisting of: 

••halogen, 

••carbocyclic aryl, and 

••halogenated carbocyclic aryl, 
•C 2 -5 alkenyloxy, 
1 5 *C3.6 cycloalkoxy, 

•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by C x . 5 alkoxy, 
•Ci_5 alkoxycarbonyl, 
•raono-Ci-5 alkylaminocarbonyl, 
20 'di-Ci.5 alkylaminocarbonyl, 

•mono-C^ alkylaminocarbonyl substituted by carbocyclic aryl, 
•di-Ci„ 5 alkylaminocarbonyl substituted by carbocyclic aryl, 
•amino, 

•mono-Ci_ 5 alkylamino, 
25 "di-Cj.5 alkylamino, 

•mono-Ci.5 alkylamino substituted by cyano, 
•di-Ci.5 alkylamino substituted by cyano, 
•C2-5 alkynylcarbonylamino, 
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•C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
-(carbocyclic aryl)NHC(0)NH, 

• (carbocyclic aryl)NHC(0)NH substituted by d. 5 alkoxy, 
°(carbocyclic aryl)NHC(0)NH substituted by haloganated C]. 5 alkoxy, 
•C1.5 alkylthio, 

"Ci. 5 alkylthio substituted by halogen, 
•carbocyclic arylthio, 

^carbocyclic arylthio substituted by cyano, 
•mono-Ci. 5 alkylaminosulfonyl, 
•di-Ci.s alkylaminosulfonyl, 
•carbocyclic aryl, 
•heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

-C,. 5 alkyl, 

••carbocyclic aryl, and 

••halogenated carbocyclic aryl, 
(vii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•nitro, 

•d.s alkyl, 

•C,. 5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 



••hydroxy, 
••Cj.5 alkyltiiio, 
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"C1-5 alkylthio substituted by carbocyclic aryl, 

••C1.5 alkylthio substituted by halogenated carbocyclic aryl, 

°°carbocyclic aryl, 

"•carbocyclic aryl substituted by halogen, and 

"heterocyclyl, 
°Ci_5 alkoxy, 
•carbocyclic aryloxy, 

^carbocyclic aryloxy substituted by C]_ 5 alkyl, 
•C M alkylthio, 
•C2.5 alkenylthio, 
•carbocyclic arylthio, 

•carbocyclic arylthio substituted by C]_ 5 alkoxycarbonyl, 

•C]. 5 alkylsulfonyl, 

•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by Q.5 alkyl, 

•C1.5 alkoxycarbonyl, 

•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 



••nitro, 

"C1.5 alkyl, and 

"Ci.j alkyl substituted by halogen, 
•heterocyclyk 

wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 
carbocyclyl is 1,2,3,4-tetrahydronaphthyl, 1-oxo-indanyL 9-fluorenyl, 
9-oxo-9ff-fluorenyl, bicyclo[2.2.1]heptyl, indenyl, or menthyl; 
heterocyclyl is 1,2,3-triazolyl, liJ-indolyl, lif-pyrrolyl, 
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2,3-dihydro-l-oxo-isoindolyl, 2,3-dihydro-benzo[l,4]dioxinyl, 
2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazolyl, 2#-benzopyranyl, 
2-oxo-benzopyranyl, 3 5 4-diliydro-2ff-benzo[b][ l,4]dioxepinyl, 
4-oxo-l,5,6,7-tetrahydro-indolyI, 4-oxo-benzopyranyl, 9/f-carbazoIyl, 9i?-xanthenyl, 
5 benzo[l,3]dioxolyl, benzo[2,l,3]oxadiazolyl, benzo[l,2,5]oxadiazolyl, 

benzo[b]thienyl, benzofuryl, benzothiazolyl, fury], imidazo[2, 1 -b]thiazolyl, 
imidazolyl, isoxazolyl, morpholino, pyrazolyl, pyridyl, pyrimidyl, quinolyl, 
quinoxalyl, thiazolyl, or thienyl; and 

halogen is fiuoro, chioro, bromo, or iodo; 
10 or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Rj is selected from the group consisting of: 
(i) Cm alkyl, and 

Cj-7 alkyl substituted by substituent(s) independently selected from the group 
consisting of: 

15 »Ci.5 alkoxy, 

•Ci_5 alkoxy substituted by carbocyclic aryl, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
•mono-Cj. 5 alkylamino, 

20 *mono-C]. 5 alkylamino substituted by substituent(s) independently selected 

from the group consisting of: 
••cyano, and 
••carbocyclic aryl, 
•di-Ci.5 alkylamino, 

25 "di-Cv-s alkylamino substituted by substituent(s) independently selected from 

the group consisting of: 
••cyano, and 
"carbocyclic aryl, 
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•mono-carbocyclic arylamino, 
•di-carbocyclic arylamino, 

°mono-carbocyclic arylamino substituted by Ci_ 5 alkyl, 
°di-carbocyclic arylamino substituted by C]_ 5 alkyl, 
"carbocyclic aryl, 

^carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

"halogen, 

••C 1.5 alkyl, and 

•♦Ci_ 5 alkoxy, 

(ii) C 2 _7 alkenyl, and 

C 2 .7 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, and 

•carbocyclic aryl substituted by Ci_ 5 alkoxy, 

(iii) C 2 - 5 alkynyl, and 

C 2 -5 aikynyl substituted by carbocyclic aryl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•cyano, 

•Cm alkyl, 

°Ci_5 alkyl substituted by halogen, 
°Ci„ 5 alkoxy, 

•Ci_ 5 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 



WO 2004/087669 PCT/JP2004/004624 



••halogen, 

••carbocyclic aryl, and 

co carbocyclic aryl substituted by halogen, 
°C 2 -5 alkenyloxy, 
•mono-Ci-5 alkylamino, 
'di-Cj.j alkylamino, 

•mono-Ci.5 alkylamino substituted by cyano, 
s di-Ci_ 5 alkylamino substituted by cyano, 
•Ci_ 5 alkylthio, and 
•C1.5 alkylthio substituted by halogen, 
(v) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 



•Ci_ 5 alkyl, 

•C1.5 alkyl substituted by hydroxy, 
•C1.5 alkoxy, 
•carbocyclic arylthio, 

•carbocyclic arylthio substituted by C U s alkoxycarbonyl, 
•C1.5 alkoxycarbonyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 



•°Ci_ 5 alkyl, and 

eo Ci_ 5 alkyl substituted by halogen; 
Lis Formula (VII); 
Y is a single bond or -CH 2 -; 
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wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is ltf-indolyl, l#-pyrrolyl, 2,3-dihydro-benzo[l ,4]dioxinyl, 
4-oxo-benzopyranyl, 9#-carbazolyl 5 benzo[l,3]dioxolyL benzo[bJthienyl, fury I, 
imidazo[2, 1 -bjthiazolyl, pyrazolyl, pyridyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R 2 is methylamino, or dimethylamino; p is 0; 
R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutically 
acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 

(i) C2-5 alkenyl, and 

C2-5 alkenyl substituted by carbocyclic aryl, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•Cj.5 alkyl, 

•C]. 5 alkoxy, 

•Ci.s alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 



••carbocyclic aryl, and 

••carbocyclic aryl substituted by halogen, 
°C 2 -5 alkenyloxy, 
•mono-Ci.j alkylamino, 
•di-Cj.s alkylamino, 

•mono-Ci-5 alkylamino substituted by cyano, and 
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•di-Ci.5 alkylamino substituted by cyano, 
(iii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

"halogen, 

°C,_ 5 alkyl, 

•Ci. 5 alkoxy, 

•Ci. 5 alkoxycarbonyl, 

•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••Cm alkyl, and 

••Ci_5 alkyl substituted by halogen; 
wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 1/f-indolyl, 9#-carbazolyl, benzo[l,3]dioxolyl, pyrazolyl, or 
pyridyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, Rj is selected from the group consisting of: 

(i) C 2 _5 alkenyl, and 

C 2 _5 alkenyl substituted by carbocyclic aryl, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

"halogen, 

•hydroxy, 

•C w alkyl, 



WO 2004/087669 



PCT/JP2004/004624 



184 

•C1-5 alkoxy, 

°Ci_5 alkoxy substituted by halogen, 
°C 2 -5 alkenyloxy, 
(iii) heterocyclyl, and 

5 heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 
•halogen, 
•d.5 alkyl, 
•Cj.s alkoxy, 

10 'Cj.s alkoxycarbonyl, 

•carbocyclic aryl, 

•carbocyclic aryl substituted by C\. s alkyl, and 
•carbocyclic aryl substituted by halogenated Ci„ 5 alkyl; 
wherein carbocyclic aryl is phenyl or naphthyl; 
1 5 heterocyclyl is l#-indolyl, 9i?-carbazolyl, benzo[l ,3]dioxolyl, or 

pyrazolyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments, compounds of the present invention are of Formula (I) wherein the 
20 compound is selected from the group consisting of: 

N 2 -(cis-4-{[(5-bromo-lH-indol-3-yl)methyl]amino}cycIohexyl)-N 4 ,N 4 -dimethylpyrimidine- 
2,4-diamine; 

N 2 -[cis-4-({[5-(4-fluorophenyI)pyridin-3-yl]methyl}araino)cyclohexyl]-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 
25 ethyl 4,6-dichloro-3-{[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)- 

amino]methy 1} - 1 H-indole-2-caiboxylate; 

N 2 -(cis-4- { [(2,6-dimethoxybenzyl)amino]methyl} cyclohexyl)-N 4 ,N 4 -dimethylpyrimidine- 
2,4-diamine; 
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N 2 -(cis-4- { [(2-ethoxybenzyl)amino]methyl} cyclohexyl)-N 4 ,N 4 -dimethylpyrimidine-2,4- 
diamine; 

N 2 -[cis-4<{[(4-methoxy-l-naphthyI)methyl]aiiiino}methyl)cyclohexyl]-N 4 ! N 4 - 
dimethylpyrimidine-2,4-diamine; 
5 N 2 -[cis-4-({[(5-methoxy-lH-indol-3-yl)methyl]amino}methyl)cyclohexyl]-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 

N 2 -[cis-4-({[(2-methoxy-l-naphthyl)methyl]amino}methyl)cyclohexyl]-N 4 ,N 4 - 
dimethylpyrimidine-2 5 4-diamine; 

4-bromo-2-({[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyc)ohexyl)methyl]- 
1 0 amino} methyl)-6-methoxyphenol; 

N 2 -[cis-4-({[(5-bromo-lH-indol-3-yl)methyl]amino}methyl)cyclohexyl]-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 

N 2 -(cis-4- { [(2,4-dimethoxybenzyl)amino]methyl} cyclohexyl)-N 4 ,N 4 -d imethylpyrimidine- 
2,4-diamine; 

15 N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[(2,3,4-trimethoxybenzyl)amino]methyl}-cyclohexyl)pyrimid 
2,4-diamine; 

N 2 -(cis-4-{[(3-ethoxy-4-raethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 

N 4 ,N 4 -diraethyl-N 2 -(cis-4-{[({3-[4-(trifluoromethyl)phenyl]-lH-pyrazol-4-yl}m 
20 amino]methyl} cyclohexyl)pyrimidine-2,4-diamine; 

N 4 ,N 4 -dimethyI-N 2 -(cis-4-{[(3,4,5-trimethoxybenzyl)amino]methyl}-cyclohexyl)pyrimidm 
2,4-diamine; 

4-({[(cis-4-{[4-(dimetbylamino)pyrimidin-2-yl]amino}cyclohexyl)-methyl]amino}methyl)- 
2-iodo-6-methoxyphenol; 

25 4-({ [(cis-4-{ [4-(dimethylamino)pyrimidhi-2-yl]amino} cyclohexyl)methyl]-amino}methyl)- 

2,6-dimethylphenol; 

N 2 -(cis-4-{[(5-bromo-2,4-dimethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 



WO 2004/087669 



PCT/JP2004/004624 



186 

N 2 -(cis-4- { [(5-bromo-2-methoxybenzyl)araino]methyl} cyclohexyl)-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 

N 2 -[cis-4-({[4-(diethylamino)ben2yI]amino}methyl)cyc]ohexyl]-N 4 ,N 4 -dimeth}dpyrimidine- 
2,4-diamine; 

5 N 2 -[cis-4-({[(9-ethyl-9H-carba2ol-3-yl)methyl]amino}methyl)cyclohexyl]-N 4 ,lSf 4 - 
dimethylp>rimidine-2,4-diamine; 

N 2 -(cis-4- { [(4-isopropoxybenzyl)amino]methyl) cyclohexyl)-N 4 i ,N 4 -dimethylpyrimidine-2,4- 
diamine; 

N 2 -(cis-4-{[(3,3-diphenylprop-2-en-l-yl)amino]methyl}cyclohexyl)-N 4 5 N 4 - 
1 0 dimethylpyrimidine-2,4-diamine; 

4-( { [(cis-4- { [4-(dimethylamino)pyrimidin-2-yl] amino } cyclohexyl)methyl]-amino } methyl)- 
2-ethoxyphenol; 

N 2 -{cis-4-[({[4-(dimethylamino)-l-iiaphthyl]methyl}amino)methyl]-cyclohexyl}-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 
1 5 N 4 ,N 4 -dimethyl-N 2 -(cis-4- { [(2,4,6-trimethoxybenzyl)amino]methyl} -cyclohexyl)pyrimidine- 

2,4-diamine; 

N 2 -(cis-4-{[(5-bromo-2-ethoxybenzyl)amino]methyl}cyclohexyl)-]SI 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 

N 2 -(cis-4-{[(2,4-dimethoxy-3-methylbenzyl)amino]methyl}cyclohexyl)-'N 4 J N 4 - 
20 dimethylpyrimidine-2,4-diamine; 

N 2 -(cis-4-{[(2,5-diethoxybenzyi)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethylpyrimidine-2,4- 
diamine; 

N 2 -(cis-4-{[(2 ! 4-diethoxybenzyI)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethylpyrimidine-2,4- 
diamine; 

25 N 2 -(cis-4- { [(3,5-dibromo-2-methoxybenzyl)amino]methyl} cyclohexyl)-N 4 ,N 4 - 

dimethylpyrimidine-2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[(2,4,5-triethoxybenzyl)amino]methyl}-cyclohe'xyl)pyrimidine- 
2,4-diamine; 
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N^N 4 -dimethyl-N 2 -(cis-4-{[(2,4,5-trime1hoxybenzyl)amino]methyl}-cyclohexyl)pyrimid 
2,4-diamine; 

N 2 -[cis-4-({[2-(allyloxy)benzjd]amino}methy0cyclohexyl]-N 4 ,N 4 -dimethylpyrimidine-2,4- 
diamine; 

5 N 4 ,N 4 -dime1hyl-N 2 -[cis-4-({[(l-methyl-lH-indol-3-yl)methyl]amino}-methyl) 
pyrimidine-2,4-diamine, 

N 2 -[cis-4-({[(7-methoxy-l 3 3-benzodioxol-5-yl)methyl]amino}methyl)-cyclohexyl]-N 4 s N 4 - 
dimethylpyrimidine-2,4-diamine; 

N 2 -(cis-4-{[(3-bromo-4,5-dimethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 - 
1 0 dimethylpyrimidine-2,4-diamine; 

N 2 -(cis-4-{[(4-methoxy-3-methylbenzyl)amino]methyl}cyclohexyl)-N 4 3 N 4 - 
dimethylpyrimidine-2,4-diamine; 

N 2 -(cis-4-{[(2-bromo-4,5-dimethoxyben2yl)amino]methyl}cyclohexyl)-N 4 ,N 4 - 
dimethylpyrimidine-2 3 4-diamine; 
1 5 N 2 -(cis-4-{ [(3,4-dimethoxybenzyl)amino]raethyl} cyclohexyl)-N 4 ,N 4 -dimethylpyrimidine- 

2,4-diamine; 

N 2 -(cis-4- { [(4-methoxy-2 5 5-dimethylbenzyl)amino]methyl} cyclohexyl)-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 

3-[[4-( { [(cis-4-{ [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)-methyl]amino} - 
20 methyl)phenyl](methyl)amino]propanenitrile; 

N 2 -{cis-4-[({4-[(4-bromoben2yl)oxy]benzyl}amino)methyl]cyclohexyl}-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 

N 2 .(ci s _4. { [(3 ,5-dibromo-2-ethoxybenzyl)amino]methyl} cyclohexyl)-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 
25 N 2 -[4<4-bromo-2-trifluoromethoxy-benzyl)amino-cyclohexyl]-N 4 ,N 4 -dimethyl-pyrimidu 
2,4-diamine; 

N 2 .{cis-4-[2-(4-bromo-2-trifliioroinethoxy-phenyl)-ethylamino3-cyclohexyl}-N 4 ,N 4 - 
dimethyl-pyrimidine-2,4-diamine; and 
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N 2 - { cis-4-[(4-bromo-2-trifluoromethoxy-benzyl)amino-methyl]-cyclohexyl} -N 4 ,N 4 - 
dimethyl-pyrimidine-2,4-diamine; 

or a pharmaceutical acceptable salt, hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
5 compound is selected from the group consisting of: 

ethyl 4,6-dichloro-3-{[(cis-4-{[4-(dimethylamino)pyrimidin-2-y]]amino}-cyclohexyl)- 
amino]methyl } - 1 H-indole-2-carboxylate; 

N 2 .j; c i s .4_({[(4- m ethoxy-l-naphthyl)methyl]amino}methyl)cyclohexyl3-N 4 J N 4 - 
dimethylpyrimidine-2,4-diamine; 
1 0 N 2 -[cis-4-( { [(2-methoxy- 1 -naphthyl)methyl]amino } methyl)cyclohexyl]-N 4 ,N 4 - 

dimethylpyrimidine-2,4-diamine; 

4-bromo-2-({[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)methyl]- 
amino} methyl)-6-methoxyphenol; 

N 2 .[cis-4-({[(5-bromo-lH-indol-3-yl)methyl]amino}methyl)cyclohexyl]-N 4 ,N 4 - 
1 5 dimethylpyrimidine-2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 <cis-4-{[(2,3Atrimemoxybenzyl)amino]methyl}-cyclohexyl)pyrimidi^ 

2,4-diamine; 

lsI 2 -(cis-4-{[(3 -ethoxy-4-methoxybenzyl)amino]methyl} cyclohexyiyiN^N 4 - 
dimethylpyrimidine-2,4-diamine; 
20 N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[({3-^ 

amino]methyl}cyclohexyl)pyrimidine-2,4-diamine; 

4-({[(cis-4-{[4^dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-amino}methyl)- 
2-iodo-6-methoxyphenol; 

4-({[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-amino}methyl)- 

25 2,6-dimethylphenol; 

N 2 -(cis-4- { [(5-bromo-2,4-dimethoxybenzyl)amino]methyl} cyclohexyl)-N 4 ,N 4 - 
dimethylpyrimidme-2,4-diamine; 

N 2 -(cis-4-{[(5-bromo-2-methoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 - 
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dimethylpyrimidine-2,4-diamine; 

N 2 -[cis-4-({[(9-ethyl-9H-carbazol-3-yl)methyl]amino}metliyl)cyclohexyl]-N 4 ,K 4 - 
dimethylpyrimidine-2,4^iamine; 

N 2 -(cis-4- {[(3,3 -diphenylprop-2-en- 1 -yl)amino]methyl} cyclohexyl)-N 4 ,N 4 - 
5 dimethylpyrimidine-2,4-diamine; 

N 4 N 4 -dimethyl-N 2 -(cis-4- { [(2,4,6-trimethoxybenzyl)amino]methyl} -cyclohexyl)pyrimidine- 
2,4-diamine; 

N 2 -(cis-4-{[(5-brorao-2-ethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 
1 0 N 2 -(cis-4-{ [(2,4-dimethoxy-3-methylbenzyl)amino]methyl} cyclohexyl)-N 4 ,N 4 - 

dimethylpyrimidine-2,4-diamine; 

N 2 -(cis-4-{[(2,5-diethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dime%lpyrimidine-2,4- 
diamine; 

N 2 -(cis-4-{[(3,5-dibromo-2-methoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 - 
1 5 dimethylpyrimidine-2,4-diamine; 

N 4 ,N 4 -dimethyI-N 2 -(cis-4- { [(2,4,5-triethoxybenzyl)amino]methyl} -cyclohexyl)pyrimidme- 
2,4-diamine; 

N 2 -[cis-4-({[2-(ally]oxy)benzyl]amino}methyl)cyclohexyl]-N 4 ,N 4 -dimethylpyrimidine-2,4- 
diamine; 

20 N 2 -[cis-4-({[(7-methoxy-I,3-benzodioxol-5-yl)methyl]amino}methyl)-cyclohexyl]-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 

N 2 -(cis-4-{[(3-bromo-4,5-dimethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 - 
dimethylpyrimidine-2,4-diamine; 

N 2 -{cis-4-[2-(4-bromo-2-trifluoromethoxy-phenyl)-ethy]amino]-cyclohexyl}-N 4 ,N 4 - 
25 dimethyl-pyrimidine-2,4-diamine; and 

N 2 -{cis-4-[(4-bromo-24rifluoromethoxy-benzyl)amino-methyl]-cyclohexyl}-N 4 ,N 4 - 
dimethyl-pyrimidine-2,4-diamine; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
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In some embodiments of the present invention, Rj is selected from the group consisting of: 
(i) C w alkyl, and 

C1.5 alkyl substituted by substituent(s) independently selected from the group 

consisting of: 

«oxo, 

•Ci_ 5 alkoxy, 

•C1.5 alkoxy substituted by carbocyclic aryl, 
■C1.5 alkylcarbonyloxy, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
•carbocyclic aryloxy substituted by nitro, 
•carbocyclic aryloxy substituted by C]_ 5 alkoxy, 
•heterocyclyloxy, 

•heterocyclyloxy substituted by C]. 5 alkyl, 
•mono-Cj.5 alkylaminocarbonyl, 
•di-Cu alkylaminocarbonyl, 
•mono-Cu alkylamino, 
•di-Ci.5 alkylamino, 
•mono-carbocyclic arylamino, 
•di-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by halogen, 
•di-carbocyclic arylamino substituted by halogen, 
•carbocyclic arylcarbonylamino, 
•C1.5 alkoxycarbonylamino, 
•C M alkylthio, 

'Cj.5 alkylthio substituted by substituent(s) independently selected from the 
group consisting of: 

••carbocyclic aryl, and 
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••carbocyclic aryl substituted by substituent(s) independently 
selected from the group consisting of: 
°°°halogen, and 
•°°Ci. 5 alkoxy, 
•carbocyclic arylthio, 
"heterocyclylthio, 

"heterocyclylthio substituted by C U5 alky], 
"heterocyclylthio substituted by nitro, 
•C 3 . 6 cycloalkyl, 
•C 3 _ 6 cycloalkenyl, 
•carbocyclyl, 

•carbocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, 

••C1.5 alkyl, 

••Ci_ 5 alkoxy, 

••C 2 -5 alkenyl, and 

••C2.5 alkenyl substituted by substituent(s) independently selected 
from the group consisting of: 

•••carbocyclic aryl, and 

•••carbocyclic aryl substituted by Q.5 alkylsulfinyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

""halogen, 

"•hydroxy, 

••nitro, 

••C1.5 alkyl, 
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••Ci_ 5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 

°°*oxo, 

°°°carbocyclic aryl, and 
•■•heterocyclyl, 
«">C]. 5 alkoxy, 

••Cj.s alkoxy substituted by halogen, 
•°Ci. 5 alkoxy substituted by carbocyclic aryl, 
••carbocyclic aryloxy, 
-carbocyclic aryl, and 
••heterocyclyl, 
•heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
»C,.5 alkyl, 

••Cm alkyl substituted by carbocyclic aryl, 
"Ci_ 5 alkoxy, 

••C]_ 5 alkoxy substituted by carbocyclic aryl, 

••carbocyclic aryl, and 

••carbocyclic aryl substituted by halogen, 
(ii) C 2 - 5 alkenyl, and 

C 2 - 5 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

"carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 
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(iii) C 3 . 6 cycloalkyl, and 

C3.6 cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 
°Ci_ 5 alkyl, 

•Cj.j alkyl substituted by substituent(s) independently selected from the 
group consisting of: 
••oxo, and 

••carbocyclic aryl, and 
•carbocyclic aryl, 

(iv) carbocyclyl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•cyano, 

•nitro, 

•Ci_ 5 alkyl, 

•Ci_ 5 alkyl substituted by substituent(s) independently selected from the 
gof: 



••carbocyclic aryloxy, 
••carbocyclic aryl, and 
•"carbocyclic aryl substituted by Ci_ 5 alkyl, 
°Ci_ 5 alkoxy, 

•Ci_ 5 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 
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••halogen, and 

"•carbocyclic aryl, 
•■carbocyclic aryloxy, 

°carbocyclic aryloxy substituted by C,. 5 alkoxy, 
•mono-Cj.5 alkylaminocarbonyl, 
=di-Ci.5 alkylaminocarbonyl, 

*mono-Ci.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
"di-Cj.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
•amino, 

•mono-Cj.5 alkylamino, 

•di-C^ alkylamino, 

•C 2 .5 alkynylcarbonylamino, 

•C 2 _ 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
.(carbocyclic aryl)NHC(0)NH, 

•(carbocyclic aryl)NHC(0)NH substituted by C1.5 alkoxy, 
•(carbocyclic aryl)NHC(0)NH substituted by haloganated C } . 5 alkoxy, 
•C1.5 alkylthio, 

•Ci_ 5 alkylthio substituted by halogen, 
•carbocyclic arylthio, 
♦carbocyclic aiylthio substituted by cyano, 
•mono-C]_ 5 alkylaminosulfonyl, 
•di-Q.5 alkylaminosulfonyl, and 
•carbocyclic aryl, 

•carbocyclic aryl substituted by halogen, 
°heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
••C,. 5 alkyl, 
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••carbocyclic aryl, and 

°°halogenated carbocyclic aryl, 
(vi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

"halogen, 

•nitro, 

•C1.5 alkyl, 

•Ci_5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, 

-Ci_5 alkylthio, 

*>Ci_5 alkylthio substituted by carbocyclic aryl, 

••Ci_ 3 alkylthio substituted by halogenated carbocyclic aryl, 

••carbocyclic aryl, 

••carbocyclic aryl substituted by halogen, and 

••heterocyclyl, 
•Ci_ 5 alkoxy, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 

•carbocyclic aryloxy substituted by C t . 5 alkyl, 

•Cm alkylthio, 

•C 2 _5 alkenylthio, 

•carbocyclic arylthio, 

°Ci_ 5 afkylsulfonyl, 

•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by C1.5 alkyl, 

•carbocyclic aryl, 
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•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

° "halogen, 
°»nitro, and 

5 "C^alkyl, 
-heterocyclyl; 
L is Formula (VII); 
Y is -C(O)-; 

wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 
1 0 carbocyclyl is 1 ,2,3 ,4-tetrahydronaphthy 1, 1 -oxo-indanyl, 

9-oxo-9i7-fluorenyl, or indenyl; 

heterocyclyl is 1,2,3-triazolyl, lif-indolyl, lif-pyrrolyl, 
2,3-dihydro-l-oxo-isoindolyl, 2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazolyl, 
2#-benzopyranyl, 2-oxo-benzopyranyl, 4-oxo- 1 ,5 ,6,7-tetrahydro-indolyl, 
1 5 9#-xanthenyl, benzo[l ,3]dioxolyl, benzo[2, 1 ,3]oxadiazolyl, 

benzo[l,2,5]oxadiazolyl, benzo[b]thienyl, benzofuryl, benzothiazolyl, furyl, 
imidazolyl, isoxazolyl, morpholino, pyrazolyl, pyridyl, pyrimidyl, quinolyl, 
quinoxalyl, thiazolyl, or thienyl; and 

halogen is fluoro, ehloro, bromo, or iodo; 
20 or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, R 2 is hydrogen, trifluoromethyl, methoxy, 
methylamino, dimethylamino, ethylamino, ethylmethylamino, or hydroxylethylmethylamino; p is 0; 
R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutically 
acceptable salt, hydrate, or solvate thereof. 
25 In some embodiments of the present invention, Rj is selected from the group consisting of: 

(i) C1.5 alkyl, and 

Cj. 5 alkyl substituted by substituent(s) independently selected from the group 
consisting of: 
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•0X0, 

"carbocyclic aryloxy, 

°carbocydic aryloxy substituted by halogen, 
°carbocyclic aryloxy substituted by Ci. 5 alkoxy, 
c mono-C]_5 alkylaminocarbonyl, 
"di-Ci.5 alkylaminocarbonyl, 
-rnono-Cu alkylamino, 
o di-Ci.5 alkylamino, 
•mono-carbocyclic arylamino, 
•di-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by halogen, 

•di-carbocyclic arylamino substituted by halogen, 

•carbocyclic arylcarbonylamino, 

•Ci.s alkylthio, 

•C 3 . 6 cycloalkyl, 

•carbocyclyl, 

•carbocyclyl substituted by substituent(s) independently selected fi 
group consisting of: 



"C1.5 alkyl, 
••C 2 . 5 alkenyl, and 

••C2.5 alkenyl substituted by substituent(s) independently selected 
from the group consisting of: 

•••carbocyclic aryl, and 

•"•carbocyclic aryl substituted by C U5 alkylsulfmyl, 
■■carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 
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•^hydroxy, 
° D nitro, 
«C W alkyl, 

••Ci_ 5 alkyl substituted by substituent(s) independently selected from 
the group consisting of: 

•"OXO, 

•••carbocyclic aryl, and 
•••heterocyclyl, 
•♦Ci_5 alkoxy, 

••C1.5 alkoxy substituted by halogen, 
•heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

••C1.5 alkyl, 

••carbocyclic aryl, and 

••carbocyclic aryl substituted by halogen, 

(ii) C2-5 alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, and 

^nitro, 

(iii) carbocyclyl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
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group consisting of: 

"halogen, 

"hydroxy, 

mitro, 

•Cm alkyl, 

•Cj.s alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, 

••oxo, and 

••carbocyclic aryl, 
•C1.5 alkoxy, 

•Q.s alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, and 

••carbocyclic aryl, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by C]. 5 alkoxy, 
•mono-Cj.5 alkylaminocarbonyl, 
•di-Ci_ 5 alkylaminocarbonyl, 

•mono-Ci-5 alkylaminocarbonyl substituted by carbocyclic aryl, 

•di-C]_ 5 alkylaminocarbonyl substituted by carbocyclic aryl, 

•mono-Ci_ 5 alkylamino, 

•di-Cu alkylamino, 

•C2-5 alkynylcarbonylamino, 

•C2-5 alkynylcarbonylamino substituted by carbocyclic aryl, 
°mono-Ci. 5 alkylaminosulfonyl, and 
•di-Ci.5 alkylaminosulfonyl, 
(v) heterocyclyl, and 
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heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 



=nitro, 
•C M alkyl, 

•Cj.5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••Cm alkylthio, 

"Ci- 5 alkylthio substituted by carbocyclic aryl, 

"Cj.5 alkylthio substituted by halogenated carbocyclic aryl, 

••carbocyclic aryl, 

"carbocyclic aryl substituted by halogen, and 
••heterocyclyl, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 

•carbocyclic aryloxy substituted by Q.5 alkyl, 

•Cm alkylthio, 

•C1.5 alkylsulfonyl, 

•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by Ci_ s alkyl, 

•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

"nitro, and 

"Q.5 alkyl, 
•heterocyclyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 
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carbocyclyl is 1-oxo-indanyl, 9-oxo-9i?-fluoreny], or indenyl; 
heterocyclyl is 1 ,2,3-triazolyl, lif-indolyl, lff-pyrrolyl, 
2,3-dihydro-benzofuryl, 2//-benzopyranyl, 9/7-xanthenyl, ben.~o[2, 1 ,3]oxadiazolyl, 
benzo[l,2,5]oxadiazolyL benzo[b]thienyl, furyl, isoxazolyl, morpholino, pyrazolyl, 
5 pyridyl, quinolyl, quinoxalyl, thiazolyl, or thienyl; and 

halogen is fluoro, chloro, bromo 3 or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) Ci_ 5 alkyl, and 

10 C ^ alky I substituted by substituent(s) independently selected from the group 

consisting of: 
•oxo, 

•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
15 'carbocyclic aryloxy substituted by Cj_ 5 alkoxy, 

•mono-Q.s alkylamino, 

•di-Q.s alkylamino, 

•mono-carbocyclic arylamino, 

•di-carbocyclic arylamino, 
20 'mono-carbocyclic arylamino substituted by halogen, 

•di-carbocyclic arylamino substituted by halogen, 

•Ci.s alkylthio, 

•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
25 the group consisting of: 

••halogen, 
••hydroxy, 
"Cm alkyl, 
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••Ci_j alkoxy, and 

"Ci_ s alkoxy substituted by halogen, 
°heterocyclyl, and 

•heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 

"C M alkyl, 

••carbocyclic aryl, and 

•■carbocyclic aryl substituted by halogen, 

(ii) C 2 _ 5 alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

•carbocyclic aryl substituted by nitro, 

(iii) carbocyclyl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 



•hydroxy, 
•nitro, 
•C w alkyl, 

•C]_ 5 alkyl substituted by halogen, 
•Ci_ 5 alkoxy, 

•C1..5 alkoxy substituted by halogen, 

°Ci- 5 alkoxy substituted by carbocyclic aryl, 

•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by Ci_ 5 alkoxy, 
•mono-Ci-s alkylaminocarbonyl, 
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•di-Ci.5 alkylaminocarbonyl, 

•mono-Ci.s alkylaminocarbonyl substituted by carbocyclic aryl, 
D di-C]. 5 alkylaminocarbonyl substituted by carbocyclic aryl, 
"mono-Cj-5 alkylaminosulfonyl, and 
•>di-Ci_5 alkylaminosulfonyl, 
(v) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•nitro, 

•Ci_s alkyl, 

•C]_ 5 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••Cj.5 alkylthio, 

••Cj.5 alkylthio substituted by carbocyclic aryl, and 
••Cr-5 alkylthio substituted by halogenated carbocyclic aryl, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by halogen, 
•carbocyclic aryloxy substituted by Ci_ 5 alkyl, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by halogen, 
•carbocyclic aryl substituted by nitro, and 
•heterocyclyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is I-oxo-indanyl; 

heterocyclyl is 1,2,3-triazolyl, li7-indolyl, li7-pyrrolyl, 
2,3-dihydro-benzofuryl, 9i/-xanthenyl, benzo[2,l,3]oxadiazolyl, 
benzo[l,2,5]oxadiazolyl, benzo[b]thienyl, furyl, isoxazolyl, pyridyl, quinoxalyl, 
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thiazolyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments, compounds of the present invention are o f Formula (I) 
5 wherein the compound is selected from the group consisting of: 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-methoxybenzamide; 

3- bromo-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-benzamide; 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2,l,3-benzoxadiazole-5- 

carboxamide; 

10 3-chloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-benzamide; 

4- chloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-benzamide; 
4-chloro-N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl] amino } cyclohexyl)-3 - 

nitrobenzamide; 

3,5-dichloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)benzamide; 
15 3,4-dichloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2,2-diphenylacetamide; 

N-(cis-4-{[4-(dimethylammo)pvrimidin-2-yl]amino}cyclohexyl)-3,4-difluorobenzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3,5-difluorobenzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-fluoro-5- 
20 (trifIuoromethyl)benzamide; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)-4-methyl-3- 
nitrobenzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-nitrobenzamide; 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-phenoxybutanamide; 
25 N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yI]amino}cyclohexyl)-3-methylbenzamide; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)-3 -(trifluoromethoxy)- 
benzamide; 

4-bromo-N-(cis-4- { [4-(dimethylamtno)pyrimidin-2-yl] amino} cy clohexyl)-3 - 
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methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-iodobenzamide; 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2 5 5-dimethyl-3-furamide; 
3 -chloro-N-(cis-4- { [4-(dimethylamino)pyrimid in-2-yl] amino} cyclohexyl)-4- 
5 fluorobenzamide; 

N-(cis-4-{[4-(dimethyIamino)pyrimidin-2-yl]amino}cyclohexyl)-3,5-dimethoxybenzaraide; 
N-(cis-4-{[4-(dimethylaniino)pyrimidin-2-yl]amino}cyclohexyl)-3,5-bis(trifluoromethyl)- 
benzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-4-fluoro-3- 
10 methylbenzamide; 

2,5-dichloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)thiophene-3- 
carboxamide; 

l-ben2yl-3-tert-butyl-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)-lH- 
pyrazole-5-carboxamide; 

15 N-(cis-4-{[4-(dimethylamino)pyrimidm-2-yl]amino}cyclohexyl)-2-(l-naphthyl)acetamide; 
2<4-chlorophenoxy)-N-(cis-4-{[4-(dmethylamino)pyrimidin-2-yl]amino}-cyclohexyl)- 
acetamide; 

1 -(4-chlorophenyl)-N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl] amino } -cyclohexyl)- 
cyclopentanecarboxamide; 
20 3-(2-chloro-6-fluorophenyl)-N-(cis-4-{[4-(dimethylamino)pyrimidm-2-yl]amino}- 
cyclohexyl)-5-memylisoxazole-4-carboxamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-4-fluoro-3- 
(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-5-methyl-2-phenyl-2H- 
25 l,2,3-triazole-4-carboxamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-(4-methoxyphenoxy)-5- 
nitrobenzamide; 

N-(cis-4-{[4-(dimethyIamino)pyrimidin-2-yI]amino}cyclohexyl)-2-phenoxyacetamide; 
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N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl] amino} cyclohexyl)-quinoxaline-2- 
carboxamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-(trifluoromethyl)- 
benzamide; 

5 N<cis-44[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-(pentafluorophenoxy)- 

acetamide; 

2- (3-chlorophenoxy)-N-(cis-4-{[4-(dimethylarnino)pyrimidin-2-yl]amino}cyclohexyl)- 
acetamide; 

3- (2,6-dichlorophenyl)-N-(cis-4-{[4-(dimethylammo)pyrimidin-2-yl]amino}cyclohexyl)-5- 
10 methylisoxazole-4-carboxamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-phenoxynicotinamide; 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2--(4-methylphenoxy)- 
nicotinamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-4-[(dipropylamino)- 
15 sulfonyl]benzamide; 

2-(4-chlorophenoxy)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2- 
methylpropanamide; 

2-(23-dihydro-14jenzofuran-5-yl)-N-(cis-4-{[4-(dimemylamino)pyrimidin-2-yl]amino}- 
cyclohexyl)-l,34hiazole-4-carboxamide; 
20 34ert-butyI-l-(2 3 4-dichlorobenzyl)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}- 
cyclohexyl)- 1 H-pyrazole-5-carboxamide; 

6-chloro-N-(cis-4-{[4-(dimethylammo)pyrimidm-2-yl]amino}cyclohexyl)-2H-chroraene-3- 
carboxamide; 

N<cis-4-{[4-(dimethyIamino)pyrimidin-2-yl]amino}cyclohexyl>-2-(2-thienyl)-l,3-thiazole- 
25 4-carboxamide; 

5-(4-chloro-2-nitrophenyl)-N-(cis-4-{[4-(dimethylamino)pyriraidin-2-yl]amino}cyclohexyl)- 
2-furamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-5-iodo-2-furamide; 
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N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-5-(4-methyl-2- 
nitrophenyl)-2-furamide; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]ainino} cyclohexyl)-5-nitrothiophene-2- 
carboxamide; 

5 N<cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-methyl-4- 
nitrobenzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-methoxy-4- 
nitrobenzamide; 

1- benzyl-N-(cis-4-{[4-(dimethylamino)pyrimidm-2-yl]amino}cyclohexyl)4H-indole-3- 
10 oarboxamide; 

3-acetyl-N-(cis-4-{[4-(dimethyIamino)pyrimidin-2-yl]amino}cyclohexyl)4Denzamide; 
5-bromo-N-(cis-4-{[4-(dimethylammo)pyrimidin-2-yl]amino}cyclohexyl)-2-furamide; 
5<4-chlorophenyl)-N<cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)-2- 
furamide; 

15 4,5-dibromo-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)thiophene-2- 
carboxamide; 

2- (3,5-di4ert-butyl-4-hydroxyphenyl)-NKcis-4-{[4-(dim6thylamino)-pyrimidin-2- 
yljamino} cyclohexyl)acetamide; 

N^N 6 -dibenzoyl-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)- 
20 lysinamide; 

3- (dimethylamino)-NKcis-4-{[4^dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)- 
benzamide; 

4,5-dibromo-N-(cis^-{[4^dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)-2-^ 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-(lH-indol-3-yl> 
25 acetamide; 

N-(cis-4-{[4-(dimethylamino)pyrim^^ 
thiazol-4-yl)acetamide; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)-2-( 1 H-indol-3 -yl)-4-oxo-4- 
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phenylbutanamide; 

4<4-bromophenyl)-N<cis-4-{[4^dime% 
indol-3-yl)-4-oxobutanamide; 

3,5-dichloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)-2-[(3- 
5 phenylprop-2-ynoyl)amino]benzamide; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl] amino} cyclohexyl)-2-( 1 -methyl- 1 H-indol-3- 
yl)-4-(4-methylphenyl)-4-oxobutan amide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-methyl-l-(3-morpholin- 
4-ylpropyl)-5-phenyl-lH-pyrrole-3-carboxamide; 
1 0 N-(cis-4-{ [4-(dimethylamino)pyrimidm-2-yl]amino} cyclohexyl)-4-(4-nitrophenyl)- 

butanamide; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl] amino} cyclohexyl)-2-(2-phenyl- 1 H-indol-3 - 
yl)acetamide; 

N 2 -benzoyl-N 5 -(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)-N 1 ,N 1 - 
15 dipropylglutamamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-phenoxybenzamide; 
3-benzoyl-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)benzamide; 
N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl] amino} cyclohexyl)-2-(ethylthio)-2,2- 
diphenylacetamide; 

20 N-(cis-4-{ [4-(dimethyIamino)pyrimidin-2-yl]amino) cyclohexyl)-N'-[(lR)-l -(1 - 

naphthyl)ethyl]phthalamide; 

(2 S)-2-(3 -benzoylphenyl)-N-(cis-4- { [4-(dimethylaraino)pyrimidin-2-yl] amino } cy clohexyl)- 
propanamide; 

N'-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cycIohexyI)-N,N-bis[(lS)-l- 
25 phenylethyl]phthalamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-{(lE)-5-fluoro-2-methyI- 
l-[4-(methylsulfinyl)benzylidene]-lH-inden-3-yl}acetamide; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]ammo} cyclohexyl)-2-[4-(2-thienylcarbonyl)- 
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phenyl]propanamide; 

3-(benzyloxy)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)-4- 

methoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)-2-methyl-l ,5-diphenyi-l H- 
5 pyrrole-3-carboxamide; 

1 - {2-[(2-chloro-6-fluorobenzyI)thio]ethyl } -N-(cis-4-{ [4-(dimethylamino)-pyrimidin-2-yl]- 
amino} cyclohexyl)-2-methyl-5-phenyl- 1 H-pyrrole-3 -carboxamide; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)~2-phenoxybenzamide; 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]aiTiino}cyclohexyl)-2-phenylquinoline-4- 
10 carboxamide; 

2- [4-(4-chlorophenyl)-2-phenyl- 1 ,3-thiazol-5 -yl]-N-(cis-4- { [4-(dimethylamino)pyrimidin-2- 
yljamino} cyclohexyl)acetamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-l-[(4-rnethylphenyl)- 
suIfonyI]-lH-pyrrole-3-carboxamide; 
1 5 N-(cis-4-{ [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)-5-(3-nitrophenyl)-2- 

foramide; 

3- chloro-N-(cis-4-{[4-(dimethylamino)pyrirnidin-2-yl]amino}cyclohexyl)-4- 
(isopropylsulfonyl)-5-(methylthio)thiophene-2-carboxamide; 

N-(cis-4- { [4-(dimethy lamino)pyrimidin-2-yl]amino} cyclohexyl)-3 -iodo-4- 
20 (isopropylsulfonyl)-5-(methylthio)thiophene-2-carboxamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]aiTiino}cyclohexyl)-5-nitrothiophene-3- 
carboxamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-l-methyl-4-nitro-lH- 
pyrroIe-2-carboxamide; 

25 N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yI]amino} cyclohexyl)-4-nitrobenzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3,5-dimethyl-4- 
nitrobenzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-mesityl-2-oxoacetara 
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3 ,5-di-tert-butyl-N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} -cyclohexyl)-4- 
hydroxybenzamide; 

4-chloro-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-methyl]- 
benzamide; 

5 (2E)-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-methyl]-3- 
phenylacrylamide; 

4-chloro-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-methyl]-3- 
nitrobenzamide; 

2-(4-chlorophenyl)-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)- 
10 methyl]acetamide; 

3,5-dichloro-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)methyl]- 
benzamide; 

3,4-dichloro-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)methyl]- 
benzamide; 

15 N-[(cis-4-{[4-(diraethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-2,2- 
diphenylacetamide; 

2,4-dichloro-N-[(cis-4-{[4-(dimethylaniino)pyrimidin-2-yl]amino}-cyclohexyl)methyl]-5- 
fluorobenzamide; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-2- 
20 phenoxybutanatnide; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-2- 
phenylbutanamide; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-2-(3- 
methoxyphenyl)acetamide; 
25 N-[(cis-4-{ [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)methyl]-2-(4- 

methoxyphenyl)acetamide; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yI]amino}cyclohexyl)methyl]-3,5- 
bis(trifluoromethyl)benzamide; 
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(2E)-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-methyl]-3-(4- 
nitrophenyl)acrylamide; 

2-(2-brornophenyl)-N-[(cis-4-{[4-(dime(Jiylamino)pyrimidin-2-yl]aminoj-cyclohexyI)- 
methyl]acetamide; 

5 N-[(cis-4-{[4-(dimethyIamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-2-(propyIthio)- 
nicotinamide; 

N-[(cis-4-{[4-(dimethyiamino)pyrimidin-2-yl]amino} cyclohexyl)methyl]-2-(l -naphthyl)- 
acetamide; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-9-oxo-9H- 
10 fluorene-4-carboxamide; 

N-[(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]ammo } cyclohexyl)methyl]-2,4,6- 
trimethylbenzamide; 

2,4,6-trichloro-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)methyl]- 
benzamide; 

1 5 (2E)-3-(2-chlorophenyl)-N-[(cis-4-{ [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)- 

methyl]acrylamide; 

N-[(cis-4-{[4-(dimethylamino)pyriraidin-2-yl]amino}cyclohexyl)methyl]-2-(2 ; 3 3 6- 
trichIorophenyl)acetamide; 

N-[(cis-4-{[4-(dimethyIamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-2 > 3- 
20 diphenylpropanamide; 

N-[(cis-4- { [4-(dimethyIamino)pyrimidin-2-yl]amino} cyclohexyl)methyl]-5-iodo-2- 
furamide; 

(2E)-N-[(cis-4- { [4-(dimethy Iamino)pyrimidin-2-yl] amino } cyclohexyl)-methyl]-3 -(3 - 
n itrophenyl)acry lam ide: 

25 N-[(cis-4-{ [4-(dimethyIainino^pyrimidin-2-yl]amino} cyclohexyl)methyl]-3-oxoindane- 1 - 

carboxamide; 

2-benzyl-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-methyl]- 
benzamide; 
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2,2-bis(4-chlorophenyl)-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyc]ohexyl)- 
methyl]acetamide; 

N-[(cis-4-{[4-(dimethylainino)pyrimtdin-2-yl]amino}cyclohexyl)methyl]-3-methyl-4- 
nitrobenzamide; 

5 N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]araino}cyclohexyl)methyl]-3-methoxy-4- 
nitrobenzamide; 

N-[(ds-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-2-[2- 
(trifluoromethoxy)phenyl]acetamide; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-9H-xan.thene-9- 
10 carboxamide; 

2-(l-benzothien-3-yl)-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
methyljacetamide; 

N-[cis-4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]-2-(4-fluoro-phenoxy)- 
nicotinamide; 

15 N-[cis^-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]-C-(ethyl-phenyl-amino)- 
acetamide; 

C-[cis-(4-chloro-phenyl)-ethyl-amino]-N-[4-(4-dimethylamino-pyrimidin-2-ylamino)- 
cyclohexyl]-acetamide; 

2- (3,4-difluoro-phenyl)-N-[cis^-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]- 
20 acetamide; 

4- chloro-N-[cis-4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]-3-fluoro-benzamide; 

5- bromo-N-[cis-4-(4-dimethylamino-pyrimidin-2rylamino)-cyclohexyl]-nicotinamide; 

3- chloro-4-fluoro-N-[cis-4-(4-methylamino-pyrimidin-2-ylamino)-cyclohexyl]-benzamide; 
N-[cis-4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexy]]-4-fluoro-benzamide; 

25 3-chloro-N-[cis-4-(4-diraethylamino-pyrimidin-2-ylamino)-cyclohexyl]-5-iluoro-benzamide; 
N-[cis-4-(4-dimethylamino-pyriraidin-2-ylamino)-cyclohexyl]-3,4,5-trifluoro-benzamide; 
N-[cis-4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexylmethyl]-3,4-difluoro- 
benzamide; 
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2- (3,4-dichloro-phenoxy)-N-[cis-4-(4-dimethylamino-pyrtmidin-2-ylamino)-cyclohexyl]- 
acetamide; 

N-[cis-4-(4-dimethylamino-pyrimidin-2-ylaraino)-cyclohexyl]-2-(3-methoxy-phenoxy)- 
acetamide; and 

5 N-[cis-4-(4-dimethylamino-pyrimidin-2-ylamino>cyclohexyl]-C-(ethyl-phenyl-amino)- 
acetamide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 
1 0 3-bromo-N-(cis-4-{ [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)-benzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2,l,3-benzoxadiazole-5- 
carboxamide; 

3- chloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-benzamide; 

4- chloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3- 
1 5 nitrobenzamide; 

3,5-dichloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)benzamide; 
3,4-dichloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)benzamide; 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3,4-difluorobenzamide; 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-nitrobenzamide; 
20 N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-(trifluoromethoxy)- 
benzamide; 

4-bromo-N-(cis-4- { [4-(dimethy lamino)pyrimidin-2-yl] amino }cyclohexyl)-3 - 
methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-iodobenzamide; 
25 3-chloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-4- 
fluorobenzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3,5-dimethoxybenzamide; 
N<cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3,5-bis(trifluoromethyl)- 
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benzamide; 

N-(cis-4- { [4-(dimethyIamino)pyrimidin-2-yI]amino} cyclohexyl)-4-fluoro-3- 

methylbenzamide; 

2-(4-chlorophenoxy)-N-(cis-4- { [4-(dimethy lamino)py r imidin-2-y 1] amino } -cyclohexyl)- 
5 acetamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-4-fluoro-3- 
(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-5-methyl-2-phenyl-2H- 
1 ,2,3-triazole-4-carboxamide; 
10 N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-(4-methoxyphenoxy)-5- 
nitrobenzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-quinoxaline-2- 
carboxamide; 

2- (3-chlorophenoxy)-N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} -cyclohexyl)- 
15 acetamide; 

3- (2,6-dichlorophenyl)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-5- 
methylisoxazole-4-carboxamide; '-" ■ 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)-2-(4-methylphenoxy)- 
nicotinamide; 

20 N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-4-[(dipropylamino)- 
sulfonyl]benzamide; 

2<2,3-dihydro-l-benzofiiran-5-yl)-N^cis-4-{[4-(dimethylammo)pyrimidm-2-yl]amino}- 
cyclohexyl)- 1 ,3 -thiazole-4-carboxamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-(2-thienyl)-L3-thiazole- 
25 4-carboxamide; 

5-(4-chloro-2-nitrophenyl)-N-(cis-4-{[4-{dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-furamide; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)-3-methoxy-4- 
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nitrobenzamide; 

5-bromo-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-furamide; 
5-(4-chIorophenyl)-N-{cis-4-{[4^dimethylaiiiino)pyriniidin-2-yl]amino}-cyclohexyI)-2- 
furamide; 

5 2-(3,5-di4ert-bu1yl-4-hydroxyphenyl)-N-(cis-4-{[4<dimethylamino)-pyrimidin-2-^ 

amino} cyclohexyl)acetamide; 

4,5-dibromo-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)-2-iuramide: 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-(lH-indoI-3-yl)-4-oxo-4- 

phenylbutanamide; 

10 N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-(l-methyl-lH-indol-3- 
yl)-4-(4-methylphenyl)-4-oxobutanamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-(2-phenyl-lH-indol-3- 
yl)acetamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]araino}cyclohexyl)-2-(ethylthio)-2 : ,2- 
1 5 diphenylacetamide; 

N'-(cis-4- { [4-(dimethy]amino)pyrimidin-2-yl]amino} cyclohexyl)-N,N-bis [( 1 S)- 1 - 
phenylethyl]phthalamide; 

3-(ben2yloxy)-N-(cis-4-{[4-(diraethylamino)pyrimidin-2-yl]amino}-cyclohexyl)-4- 
methoxybenzamide; 

20 N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-methyl-l,5-diphenyl-lPI- 
pyrrole-3-carboxamide; 

1- {2-[(2-chIoro-6-fluorobenzyl)thio]ethyl}-N-(cis-4-{[4-(dimethylamino)-pyrimidin-2-yl]- 
amino}cyclohexyl)-2-methyl-5-phenyl-lH-pyrrole-3-carboxamide; 

2- [4-(4-chIorophenyl)-2-phenyl-l ,3-thiazol-5-y]]-N-(cis-4- { [4-(dimethylamino)pyrimidin-2- 
25 yl]amino} cyclohexyl)acetamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]araino}cyclohexyl)-5-nitrothiophcne-3- 
carboxamide; 

N-(cis-4-{[4-(dimethylammo)pyrimidin-2-yl]amino}cyclohexyl)-l-methyl-4-nitro-lH- 
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pyrrole-2-carboxamide; 

3,5-di4ert-butyl-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]ammo}-cyclohexyl)4- 
hydroxybenzamide; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-2,2- 
5 diphenylacetamide; 

N-[(cis-4-{[4-(dimethyIamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-2- 
phenylbutanamide; 

(2E)-N-[(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)-methyl]-3-(4- 
nitrophenyl)acrylamide; 

1 0 N-[(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)methyl]-2-(l -naphthyl)- 

acetamide; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-2-(2,3,6- 
trichlorophenyl)acetamide; 

(2E)-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-methyl]-3-(3- 
15 nitrophenyl)acrylamide; 

N-[(cis-4-{ [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)methyl]-3-oxoindane-l - 
carboxamide; • 

2,2-bis(4-chlorophenyl)-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
methyljacetamide; 

20 N-[(cis-4-{ [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)methyl]-3-methyl-4- 

nitrobenzamide; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-3-methoxy-4- 
nitrobenzamide; 

N-[(cis-4-{[4-(dimethylamino)pyrimidm-2-yl]amino}cyclohexyI)methyl]-2-[2- 
25 (trifluoromethoxy)phenyl]acetamide; 

N-[(cis-4-{[4-(dimcthylamino)pyrimidin-2-yl]amino}cyclohexyl)mcthyl]-9H-xanthcnc-9- 
carboxamide; 

2-(l-benzothien-3-yl)-N-[(cis-4-{[4-(dimethylamino)pyrimidtn-2-yl]amino}cyclohexyl)- 
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methyl]acetamide; 

N-[cis-4-(4-dimethy]amino-pyrimidin-2-ylamino)-cyclohexyl]-2-(4-fluoro-phenoxy)- 

nieotinamide; 

N-[cis-4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]-C-(ethyl-phenyl-amino)- 
5 acetamide; 

C-[cis-(4-chloro-phenyl)-ethyl-amino]-N-[4-(4-dimethylamino-pyrimidin-2-ylamino)- 
cyclohexylj-acetamide; 

4-chloro4<I-[cis-4-(4-dimethylamino-pyrim^ 

N-[cis-4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]-3,4 ; ,5-trifluoro-benzamide; 
1 0 2-(3 ,4-dichloro-phenoxy)-N-[ciV4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]- 

acetamide; 

N-[cis-4-(4-dimethylamino-pyrimidin-2-yJamino)-cyc]ohexy]]-2-(3-methoxy-phenoxy)- 
acetamide; and 

N-[cis-4-(4-dime1liylamino-pyrimidin-2-ylamino)-cyclohexyl]-C-(ethyl-phenyl-amiiio)- 
15 acetamide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, R] is selected from the group consisting of: 
(i) Ci_ 5 alkyl, and 

C,. 5 alkyl substituted by substituent(s) independently selected from the group 
20 consisting of: 

•Ci. 5 alkoxy carbonyl, 
•Ci_5 alkylthio, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
25 the group consisting of: 

°°halogen, 
••Cj.5 alkyl, and 
"C 2 _ 5 alkenyl, 
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(ii) C 3 . 6 cycloalkyl, 

C 3 .6 cycloalkyl substituted by carbocyclic aryl, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

"halogen, 

•cyano, 

'■nitro, 

•C,. 5 alkyl, 

*Ci- 5 alkyl substituted by halogen, 
•C1.5 alkoxy carbonyl, 
•C U5 alkoxy, 
•C 3 . 6 cycloalkoxy, 
•carbocyclic aryloxy, 
•Ci_ 5 alkylthio, and 
•carbocyclic aryl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
•Cj.s alkyl, 

•Ci_ 5 alkyl substituted by halogen, and 
•carbocyclic aryl; 
L is Formula (VII); 
Y is -C(0)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is 2,3-dihydro-benzo[l ,4]dioxinyl. 
3,4-dihydro-2if-benzo[b][l,4]dioxepinyl, benzo[l,3]dioxolyl, furyl, or isoxazolyl; 
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halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutical!}' acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; 
R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -: R 5 is hydrogen; or a 
5 pharmaceutical ly acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 

(i) C1.5 alkyl, and 

C1.5 alkyl substituted by carbocyclic aryl, 

(ii) carbocyclic aryl, and 

1 0 carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 
•halogen, 
•nitro, 
•C M alkyl, 

15 *Ci_ 5 alkyl substituted by halogen, 

•C1.5 alkoxy, and 
•C3.6 cycloalkoxy, 

(iii) heterocyclyl, and 

heterocyclyl substituted by Ci_ 5 alkyl, and 
20 heterocyclyl substituted by carbocyclic aryl; 

wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is isoxazolyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
25 In some embodiments, compounds of the present invention are of Formula (I) wherein the 

compound is selected from the group consisting of: 

N-(cis-4-{[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl)-N'-mesitylurea; 
N-(cis-4-{[4-(dimethyIamino)pyrimidin-2-yl]amino}cyclohexyl)-N'-(2,4,6-trichlorophenyl)- 
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urea; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-N'-(2,4,64ribromophenyl)- 

urea; 

N-(2,4-dibromo-6-fluorophenyI)-N'-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} - 
5 cyclohex.yl)urea; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino] cyclohexyl>N'-(diphenylmethyl)urea; 
N-(4-bromo-2,6-dimethylphenyl)-NHcis-4-{[4-(dimethyIamino)pyrimidin-2-yl]amino}- 
cyclohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)pyri^ 

10 urea; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl] amino} cyclohexyl)-N'-(3 ,4,5- 
trimethoxyphenyl)urea; 

N-(4-chloro-2-methylphenyl)-N'-(cis-4-{[4-(dimethylamino)pyrimidin 
cyclohexyl)urea; 

15 N-(5-chloro-2,4-dimethoxyphenyl)-N4cis-4-{[4-(dimethylamino)-pyrimidin-2-yl3amino} 
cyclohexyl)urea; 

N-(4-brorno-2-rnethylphenyl)-N'-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]am 
cyclohexyl)urea; 

N-(2 ? 6-dibromo-4-isopropylphenyl)-N'-(cis-4- { [4-(dimethylamino)-pyrimidin-2-yl]araino} - 
20 cycIohexyI)urea; 

N43-(cyclopentyIoxy)-4-methoxyphenyl]-NKcis-4-{[4-(diraethylamino)-pyrimidin-2-yl]- 
amino} cyclohexyl)urea; 

N-[(cis-4-{[4-(diroethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-N'-(2,6- 
dimethylphenyl)urea; 
25 N-(2,4-difluorophenyl)-N4(cis-4-{[^^ 
methyljurea: 

N-[(cis-4-{[4-(dimethyIamino)pyrimidin-2-yl]amino}cyclohexy])rnethyl]-N'-(2-ethyl-6- 
methylphenyl)urea; 
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N-[(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)methyl]-N'-(4- 
fluorophenyl)urea; 

N-[(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)methyl]-M'-mesitylurea; 
N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-N'-(2,4 3 6- 
5 trichlorophenyl)urea; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yI]amino}cyclohexyl)inethyl]-N'-(2 3 4,6- 
tribromophenyl)urea; 

N<2,4-dibromo-6-fluorophenyl)-N'4(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}- 
cyclohexyl)methyl]urea; 

10 N-(2,6-diethylphenyl)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
methyljurea; 

N-[2-chloro-6-(trifluoromethyl)phenyl]-N'-[(cis-4-{[4-(dimethylamino)-pyrimidm^ 
amino} cyclohexyl)methyl]urea; 

N-(2-chloro-6-methylphenyl)-NH(cis^ 
1 5 cyclohexyl)methyl]urea; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yI]amino}cyclohexyl)methyl]-N'-(2-etliyl-6- 
isopropylphenyI)urea; 

N-[(cis-4-{[4-(dimethylaraino)pyriraidin-2-yl]amino}cyclohexyl)methyl]-N'-(2-isopropyl-6- 
methylphenyl)urea; 

20 N-[(cis-4-{ [4-(dimethylamino)pyrimidin-2-yl]amino} cyclohexyl)methy]]-N'-(2-methyl-3- 

nitrophenyl)urea; 

N- [(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino } cyclohexyl)methyl]-N'-(2- 
propylphenyl)urea; 

N-(24ert-butyl-6-methylphenyl)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}- 
25 cyclohexyl)methyl]urea; 

N-(2-tcrt-butylphenyl)-N'-[(cis-4- { [4-(djmethylamino)pyrimidin-2-yl] amino} cyclohexyl)- 
methyl]urea; 

N-(3-chloro-2-methylphenyl)-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}- 
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cyclohexyl)methyl]urea; 

N-(4-bromo-2,6-difluorophenyl>N'-[(cis-4- { [4-(dimethy lam ino)pyrimidin-2-y 1] amino } - 
cyclohexyI)methyl] urea; 

N-[4-chloro-2-(trifluoromethyl)phenyl]-N'-[(cis-4-{[4-(dimethylamino)-pyrimidin-2-yl]- 
5 amino} cyclohexyl)methy l]urea; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-N'- 
(diphenylmethyl)urea; 

N-(4-bromo-2,6-dimethylphenyI)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}- 
cyclohexyl)methyl]urea; 

10 N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-N'-(3-methyl-S- 
phenylisoxazol-4-yl)urea; 

N-(3,5-dichlorophcnyl)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]-amino}cyclohexyl)- 
methyljurea; 

N-(2,3-dichlorophenyl)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]-amino}cycloliexyl)- 
15 methyl]urea; 

N-(2,6-diisopropylphenyl)-N'-[(cis-4-{[4<dimethylammo)pyrimidin-2-yl]-amino}- 
cyclohexyl)methyl] urea; 

N-[(cis-4-{[4-(dimethylamino)pyrim^ 
6-nitrophenyl)urea; 

20 N-(2,6-dibromo-4-fluorophenyl)-]Sr-[(cis-4- { [4-(dimethylamino)pyrimidin-2-yl]amino} - 

cyclohexyl)methyl]urea; 

N-(2,6-dichlorophenyl)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]-amino}cyclohexyl)- 
methyl]urea; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-N'-(2-methoxy-5- 
25 methylphenyl)urea; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]-N'-(2-methyl-6- 
nitrophenyl)urea; 

N-(3 5 4_difluorophenyl)-N'-[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]-amino}cyclohexyl)- 
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methyl]urea; 

N-(3,5-difluorophenyl)-N'-[(cis-4-{[4-(dimethy]amino)pyrimidin-2-yl]-amino}cyclohexyl)- 
methyl] urea; and 

N-(3 -chloro-4-fluorophenyl)-N'- [(cis-4- { [4-(dimethylamino)pyrimidin-2-yl] amino} - 
5 cycIohexyl)methyl]urea; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, R] is selected from the group consisting of: 

(i) C M alkyl, and 

Ci. 5 alkyl substituted by substituent(s) independently selected from the group 
10 consisting of: 

•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 
••halogen, and 

15 -Ci.5 alkoxy, 

(ii) carbocyclyl, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 

20 



•Q.5 alkyl, 

•Q.j alkyl substituted by halogen, 
°Ci„ 5 alkoxy carbonyl, 
°Ci.5 alkoxy, 

•C1.5 alkoxy substituted by halogen, 
•mono-C^ alkylamino, 
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•di-Q.5 alkylaraino, and 
•carbocyclic aryl, 
(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
5 group consisting of: 

•C M alkyl, 

•Cm alkoxy carbonyl, and 
^carbocyclic aryl; 
L is Formula (VII); 
10 Y is -C(S)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is bicyclo[2.2.1]heptyl; 

heterocyclyl is 2,3-dihydro-benzo[l,4]dioxinyl, benzo[l,3]dioxolyl, 
isoxazolyl, or thienyl; and 
1 5 halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R 2 is methylamino, or dimethylamino; p is 0; 
R 3 and R4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -; R 5 is hydrogen; or a 
pharmaceutically acceptable salt, hydrate, or solvate thereof. 
20 In some embodiments of the present invention, Ri is selected from the group consisting of: 

carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 
•halogen, 
25 •cyano, 

alkyl, 
•Cm alkoxy, 

•mono-Ci.s alkylamino, and 
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•di-Ci„ 5 alkylamino; 

wherein carbocyclic aryl is phenyl or naphthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
5 In some embodiments, compounds of the present invention are of Formula (I) wherein the 

compound is selected from the group consisting of: 

N-(4-cyanophenyl)-N'-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)- 
thiourea; 

N-(2,4-dimethoxyphenyl)-N'-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]-amino}- 
10 cyclohexyl)thiourea; 

N-(cis-4- { [4-(dimethylamino)pyrimidin-2-yl] amino } cyclohexyl)-N'-(3 ,4,5- 
trimethoxyphenyl)thiourea; 

N-(3,4-dimethoxyphenyl)-N'-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]-amino}- 
cyclohexyl)thiourea; 

1 5 N-[4-(dimethylamino)-l -naphthyl]-N'-(cis-4- { [4-(dimethylamino)-pyrimidin-2-yl]amino} - 

cyclohexyI)thiourea; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-N'-(2,4,6-tribromophenyl)- 
thiourea; 

N-(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-N'-mesi1ylthiourea; 
20 N-(4-bromo-2,6-dimethylphenyl)-N4cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}- 
cyclohexyl)thiourea; 

N-(5-chloro-2,4-dimethoxyphenyl)-N'-(cis-4- { [4-(dimethylamino)-pyrimidin-2-yl]amino} - 
cycbhexyl)thiourea; 

N-(2,4-dibromo-6-fluorophenyl)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}- 
25 cyc!ohexyl)thiourea; and 

N-(2,4-dichloro-6-methylphenyl)-N'-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]arnino}- 
cyclohexyl)thiourea; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
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In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) C]_ 8 alkyl, and 

Ci-8 alkyl substituted by substituent(s) independently selected from the group 
consisting of: 
"halogen, 
•Cm alkoxy, 

•Cj.j alkoxy substituted by carbocyclic aryl, 

"carbocyclyl, 

•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••nitro, and 

••Ci_ 5 alkoxy, 

(ii) C 2 -s alkenyl, 

(iii) carbocyclyl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 



•Cm alkyl, 

•Cm alkyl substituted by halogen, and 

•Ci_ 5 alkoxy; 

L is Formula (VII); 

Y is -C(0)0; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is 9i/-fluorenyl or menthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
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or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; 
R 3 and R, are hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutically 
acceptable salt, hydrate, or solvate thereof. 
5 In some embodiments of the present invention, Q is Formula (IV); p is 1 or 2; 

Ri is selected from the group consisting of: 
(i) C M6 alkyl, and 

C M6 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 
10 'hydroxy, 
•oxo, 

•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 
15 -halogen, 
-d.5 alkyl, 

••Ci„ 5 alkyl substituted by halogen, and 
••Ci.5 alkoxy, 
•heterocyclyloxy, 

20 'heterocyclyloxy substituted by substituent(s) independently selected from 

the group consisting of: 
••halogen, 
••Q.5 alkyl, and 

•*Cj_ 5 alkyl substituted by halogen, 
25 -mono-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by substituent(s) independently 
selected from the group consisting of: 
"halogen, 
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"C us alkoxy, and 
"Cm alkyl, 

"carbocyclic arylsulfinyl, 

carbocyclic arylsulfinyl substituted by substituent(s) independently selected 
from the group consisting of: 
-"halogen, 
••Cm alkyl, and 

■•Ci.s alkyl substituted by halogen, 
•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by substituent(s) independently 
selected from the group consisting of: 

••halogen, 

••Cm alkyl, and 

••Cm alkyl substituted by halogen, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••nitro, 

••C]_ 5 alkylcarbonylamino, 
"C3-6 cycloalkylcarbonylamino, 
••Cm alkyl, 

••Cm alkyl substituted by halogen, 
••Cm alkoxy, and 

"Cm alkoxy substituted by halogen, and 
•heterocyclyl, 
(ii) C3-12 cycloalkyl, and 

C3-12 cycloalkyl substituted by substituent(s) independently selected from the 
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group consisting of: 
"carbocyclic aryl, and 

carbocyclic aryl substituted by substirutent(s) independently selected from 
the group consisting of: 
•• C]„ 5 alkoxy, 
-•halogen, 
••Ci„5 alkyl, and 

••Ci.s alkyl substituted by halogen, 
(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•cyano, 

•nitro, 

•C M0 alkyl, 

•Clio alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, and 

••hydroxy, 
•Ci_9 alkoxy, 

•C1-9 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, and 

••carbocyclic aryl, 

°carboxy, 

-Ci-5 alkoxycarbonyl, 
•di-Ci-5 alkylamino, 
•Ci. 5 alkylcarbonylamino, 
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•C 3 -6 cycloalkylcarbonylamin'o, 
•Clj alkylthio, 
'••Cj.s alkylsulfinyl, 
°C,.5 alkylsulfonyl, 
•carbocyclic aryl, 
(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•hydroxy, 

•amino, 

•Q_5 alkyl, 

•C[_ 5 alkyl substituted by halogen, 
•Ci_s alkoxy, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 

••halogen, 

"Cm alkyl, 

••C1.5 alkyl substituted by halogen, and 
••Cj.5 alkoxy, 
•heterocyclyloxy, 

•heterocyclyloxy substituted by halogen, 
•heterocyclyl sulfonyl, 

e heterocyclyl sulfonyl substituted by Ci_ 5 alkyl, 
•mono-carbocyclic arylamino, 
•mono-carbocyclic arylamino substituted by halogen, 
•Q.5 alkylthio, 
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•Cj-5 alkylsulfinyl, 
-carbocyclic arylsulfinyl, 
carbocj'clic arylsulfinyl substituted by halogen, 
--carbocyclic arylsulfonyl, 
5 'carbocyclic arylsulfonyl substituted by substituents(s) independently 

selected from the group consisting of: 

■^halogen, 

so Ci-5 alkoxy, 

•♦Ci-5 alkyl, and 

1 0 "C1-5 alkyl substituted by halogen, 

R 2 is selected from the group consisting of: 

amino, C]_ 5 alkyl, Q.s alkoxy, -N(R 2a )(R2b), wherein R 2a is hydrogen or alkyl and 
R 2 b is Ci.5 alkyl or C 3 . 6 cycloalkyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 
15 heterocyclyl is 3,4-dihydro-li/-isoquinolinyl, benzo[l,3]dioxolyl, fury], 

isoxazolyl, oxazolyl, pyrazolyl, pyrazinyl, pyridyl, pyrimidyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutical^/ acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R 5 is selected from the group consisting of: 
20 (i) Cue alkyl, and 

Ci.i6 alkyl substituted by substiuient(s) independently selected from the 

group consisting of: 

•oxo, 

•carbocyclic aryl, 

25 ^carbocyclic aryl substituted by substituent(s) independently selected from 

the group consisting of: 
••halogen, 
••C M alkyl 
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•*Ci_5 alkyl substituted by halogen, and 
"Ci. 5 alkoxy, and 

oo Ci. 5 alkoxy substituted by halogen, 
(ii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

•carbocyclic arylsulfinyl, and 

^carbocyclic arylsulfinyl substituted by halogen, 
L is Formula (VII); 
Y is a single bond or -CH 2 -; 

R 2 is -N(R 2a )(R 2 b), wherein R 2a is C1.5 alkyl and R 2b is Cus alkyl; 

carbocyclic aryl is phenyl; 

heterocyclyl is pyrazinyl; and 

halogen is fluoro, chloro, or bromo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, Ri is selected from the group consisting of: 

(i) C1.16 alkyl, and 

Ci_ J6 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, and 

••Ci-5 alkoxy, 

(ii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic arylsulfinyl, and 
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•carbocyclic arylsulfinyl substituted by halogen, 
R 2 is -N(R 2a )(R 2b ), wherein R 2a is Ci_ s alkyl and R 2b is Ci„ 5 alky I: 
carbocyclic aryl is phenyl; 
heterocyclyl is pyrazinyl; and 
5 halogen is fluoro or bromo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, Rj is selected from the group consisting of: 
heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
10 group consisting of: 

•carbocyclic arylsulfinyl, and 
•carbocyclic arylsulfinyl substituted by halogen, 
R 2 is -N(R 2a )(R 2 b), wherein R 2a is Ci.$ alkyl and R 2b is Ci_ 5 alkyl; 
carbocyclic aryl is phenyl; 
15 heterocyclyl is pyrazinyl; and 

halogen is fluoro; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, p is 1 and T is C1.5 alkyl; R 3 and R4 are both 
hydrogen; A and B are both single bonds: or a pharmaceutically acceptable salt, hydrate, or solvate 
20 thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 

N 2 - { cis-4-[(3 ,5-dimethoxybenzyl)amino] cy clohexyl} -N 4 ,N 4 ,5 -trimethylpyrimidine- 
2,4-diamine; 

25 N 2 -{cis-4-[(3-bromobenzyI)amino]cyclohexyl}-N 4 ,N 4 ,5,6-tetramethylpyrimidine-2, 
4-diamine; 

N 2 -{cis-4-[(3,4-difluorobenzyl)amino]cyclohexyl}-N 4 ,N 4 ,5,6-tetramethylpyrimidine 
-2,4-diamine; and 
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N 2 -[cis-4-({6-[(3,4-difluorophenyl)sulfinyl]pyrazin-2-yl}amino)cyclohexyl]-N 4 ,N 4 ,5 
-1rimethylpyrimidme-2,4-diamine; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments, compounds of the present invention are of Formula (I) wherein the 
5 compound is: 

N 2 -[cis-4-({6-[(3,4-difluorophenyl)sulfinyl]pyrazin-2-yl}amino)cycIohexyl]-N 4 ,N 4 5 5 
-trimethylpyrimidine-2,4-diamine; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, R] is selected from the group consisting of: 
10 (i) C,.,6 alkyl, and 

C1.16 alkyl substituted by substituent(s) independently selected from the 

group consisting of: 

•hydroxy, 

•carbocyclic aryloxy, 

15 -carbocyclic aryloxy substituted by substituent(s) independently selected 

from the group consisting of: 
••halogen, 
-Cj.5 alkyl, 

••Ci_ 5 alkyl substituted by halogen, and 
20 ••Cj.5 aikoxy, 

•heterocyclyloxy, 

•heterocyclyloxy substituted by substituent(s) independently selected from 
the group consisting of: 



"Cj.5 alkyl, and 

"Ci. 5 alkyl substituted by halogen, 
•mono-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by substituent(s) independently 
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selected from the group consisting of: 

"halogen, 

°*Ci_5 alkoxy, and 

~C M alkyl, 
•carbocyclic arylsulfinyl, 

°carbocyclic arylsulfinyl substituted by substituent(s) independently selected 
from the group consisting of: 

"halogen, 

"Ci_5 alkyl, and 

••C!. 5 alkyl substituted by halogen, 
•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by substituent(s) independently 
selected from the group consisting of: 

••halogen, 

••Cm alkyl, and 

••Ci_ 5 alkyl substituted by halogen, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••Ci. 5 alkyl, 

••C]-5 alkyl substituted by halogen, and 
••Ci„ 5 alkoxy, 
(ii) C3-12 cycloalkyl, and 

C3-12 cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, and 
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•carbocyclic aryl substituted by substitutent(s) independently selected from 
the group consisting of: 

OD Cj-5 alkoxy, 
°°halogen, 
°'Ci_ 5 alkyl, and 

-C,_5 alkyl substituted by halogen, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•cyano, 

•nitro, 

•C wo alkyl, 

•Q.io alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, and 

••hydroxy, 
•Q.9 alkoxy, 

•Ci_9 alkoxy substituted by halogen, 
•carboxy, 

•C1.5 alkoxycarbonyl, 
•di-Cj.5 alkylamino, 
•Ci„ 5 alkylcarbonylamino, 
•C 3 . fi cycloalkyicarbonylamino, 
«Ci. 5 alkylsuMbnyl, and 
-carbocyclic aryl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
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group consisting of: 
•halogen, 

•hydroxy, 
-amino, 
•Clj alkyl, 

'C U5 alkyl substituted by halogen, 
•Ci_ 5 alkoxy, 
•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 

••halogen, 

••d.5 alkyl, 

"Ci. 5 alkyl substituted by halogen, and 
••C1.5 alkoxy, 
•heterocyclyloxy, 

•heterocyclyloxy substituted by halogen, 
•heterocyclyl sulfonyl, 

• heterocyclyl sulfonyl substituted by Ci„ 5 alkyl, 

•mono-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by halogen, 

•C1.5 alkylthio, 

•C1.5 alkylsulfinyl, 

•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by substituents(s) independently 
selected from the group consisting of: 

•°halogen, 

"Ci_ 5 alkoxy, 

••Cus alkyl, and 
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••Ci-5 alky] substituted by halogen, 
L is Formula (VII); 
Y is -C(O)-; 

R 2 is selected from the group consisting of: 

amino, C,_ 5 alkyl, Cj_ 5 alkoxy, -N(R 2a )(R 2b ), wherein R 2a is hydrogen or Ci_ 5 alkyl and 
R 2b is C1.5 alkyl or C 3 - 6 cycloalkyl; 

wherein carbocyclic aryl is phenyl; 

heterocyclyl is benzo[l,3]dioxolyl, furyl, isoxazolyl, oxazolyl, pyrazolyl, 
pyrazinyl, pyridyl, pyrimidyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) C. M alkyl, and 

Cm6 alkyl substituted by substituent(s) independently selected from the 

group consisting of: 

•hydroxy, 

•carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 

••halogen, 

••Cj.5 alkyl, 

••C1-5 alkyl substituted by halogen, and 
••C1.5 alkoxy, 
•heterocyclyloxy, 

°heterocyclyloxy substituted by halogen, 
•mono-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by substituent(s) independently 
selected from the group consisting of: 
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••halogen, 

••Ci_5 alkoxy, and 
~C W alkyl, 
"carbocyclic arylsulfinyl, 

'•carbocyclic arylsulfinyl substituted by substituent(s) independently selected 
from the group consisting of: 

"halogen, 

"C^ alkyl, and 

••Ci_5 alkyl substituted by halogen, 
•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by substituent(s) independently 
selected from the group consisting of: 
••Ci_5 alkyl, and 

••Ci_ 5 alkyl substituted by halogen, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••Ci_ 5 alkyl, and 

••C]_5 alkyl substituted by halogen, 
(ii) C3.12 cycloalkyl, and 

C3-12 cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 
"carbocyclic aryl, and 

'carbocyclic aryl substituted by substitutent(s) independently selected from 
the group consisting of: 

•• C1.5 alkoxy, 

••halogen, 
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"C]_ 5 alkyl, and 

••Ci_ 5 alkyl substituted by halogen, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

°halogen, 

*cyano, 

°nitro, 

•Q.jo alkyl, 

•Ci.io alkyl substituted by substituent(s) independently selected from the 
group consisting of: 

••halogen, and 

••hydroxy, 
•C1.9 alkoxy, 

•Ci_ 9 alkoxy substituted by halogen, 
•carboxy, 

•Ci_ 5 alkoxycarbonyl, and 
•C1.5 alkylsulfonyl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 
group consisting of: 
•halogen, 
•C1.5 alkyl, 

•Ci_ 5 alkyl substituted by halogen, 
•C M alkoxy, 
"carbocyclic aryloxy, 

•carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 
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••halogen, 

-d.s alkyl, 

»°Ci_ 5 alkyl substituted by halogen, and 

"*Ci_ 5 alkoxy, 
5 'heterocyclyloxy, 

"heterocyclyloxy substituted by halogen, 
•heterocyclyl sulfonyl, 

* heterocyclyl sulfonyl substituted by Ci_ 5 alkyl, 
•mono-carbocyclic arylamino, 
1 0 «mono-carbocyclic arylamino substituted by halogen, 

•C]. 5 alkylthio, 
•carbocyclic arylsulfonyl, 

•carbocyclic arylsulfonyl substituted by substituents(s) independently 
selected from the group consisting of: 
1 5 ••halogen, 

••C]_ 5 alkyl, and 

••C]. 5 alkyl substituted by halogen, 
R 2 is selected from the group consisting of: 

Cm alkoxy, -N(R 2a )(R2b), wherein R 2a is hydrogen or Ci. 5 alkyl and R 2b is Ci. 5 alkyl; 
20 wherein carbocyclic aryl is phenyl; 

heterocyclyl is benzo[l,3]dioxolyl, furyl, isoxazolyl, oxazolyl, pyrazolyl, 
pyridyl, orthienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceuticaily acceptable salt, hydrate, or solvate thereof. 
25 In some embodiments of the present invention, R] is selected from the group consisting of: 

(i) Ci_i6 alkyl, and 

C]. lfi alkyl substituted by substituent(s) independently selected from the 

group consisting of: 
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•hydroxy, 

•carbocyclic aryloxy, 

"carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 



•°Ci_ 5 alkyl, 

••Cm alkyl substituted by halogen, and 
"C1-5 alkoxy, 
•heterocyclyloxy, 

•heterocyclyloxy substituted by substituent(s) independently selected from 
the group consisting of: 

"halogen, 

••Ci-5 alkyl, and 

••Cj_5 alkyl substituted by halogen, 
•mono-carbocyclic arylamino, 

•mono-carbocyclic arylamino substituted by substituent(s) independently 
selected from the group consisting of: 

••halogen, 

••Cj-5 alkoxy, and 

••Ci-5 alkyl, 
•carbocyclic arylsulfinyl, 

•carbocyclic aiylsulfinyl substituted by substituent(s) independently selected 
from the group consisting of: 



"C1-5 alkyl, and 

o°C].5 alkyl substituted by halogen, 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
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the group consisting of: 
••halogen, 
ot, C]_ 5 alkyl, and 

"C1-5 alkyl substituted by halogen, 

(ii) C 3 _ J2 cycloalkyl, and 

C3-12 cycloalkyl substituted by substituent(s) independently selected from the 
group consisting of: 
^carbocyclic aryl, and 

•carbocyclic aryl substituted by siibstitutent(s) independently selected from 
the group consisting of: 

••Ci_5 alkoxy, 

••halogen, 

••C1.5 alkyl, and 

"C1.5 alkyl substituted by halogen, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 

•cyano, 

•nitro, 

•C1-10 alkyl, 

•Clio alkyl substituted by halogen, 
•C1.9 alkoxy, and 

•Ci_9 alkoxy substituted by halogen, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 

•halogen, 
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•C M alkyl, 

•C1.5 alkyl substituted by halogen, 

°Cj. 5 alkoxy, 
°carbocyclic aryloxy, 

-carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 



»Ci_ 5 alkyl, 

••C1.5 alkyl substituted by halogen, and 
10 "C1.5 alkoxy, 

•C1.5 alkylthio, 
•carbocyclic arylsulfonyl, 
•carbocyclic arylsulfonyl substituted by halogen, 
R 2 is selected from the group consisting of: 
1 5 -N(R 2a )(R 2b ), wherein R 2a is hydrogen or Q.5 alkyl and R 2b is C1.5 alkyl; 

wherein carbocyclic aryl is phenyl; 

heterocyclyl is benzo[l,3]dioxolyL furyl, pyrazolyl, pyridyl, or thienyl; and 
halogen is fluoro, chloro, brorao, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
20 In some embodiments of the present invention, p is 1 and T is Q.5 alkyl; R 3 and R4 are both 

hydrogen; A is a single bond and B is a single bond or -CH 2 -; or a pharmaceutically acceptable salt, 
hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 
25 N-[(cis-4-{[4-(dimethylamino)-5-memylpyrimidin-2-yl]amino}cyclohexyl)methyl]-3,5- 
bis(trifluoromethyl)benzamide; 

N-[(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]-3,5- 
bis(trifluoromethyl)benzamide; 
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N-[(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]-3,4- 
difluorobenzaraide; 

3,5-dichloro-N-[(cis-4-{[4-(dimethylaiiiino>6-methylpyrimidin-2-yl]amino}cyciohexyI)- 
methyljbenzamide; 

5 N-[(cis-4-{[4-(dime%lamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]-3,4- 
difluorobenzamide; 

N-[(cis-4-{[4-(dimethylamino)-5-me1bylpyrimidin-2-yl]amino}cyclohexyl)methyl]-3,5- 
dimethoxybenzamide; 

N-[(cis-4-{[4-(dimethylamino)-5-metbylpyrimidin-2-yl]amino}cyclohexyl)methyl]-3-fluoro- 
10 4-methylbenzamide; 

N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]-3- 
(trifluoromethyl)benzamide; 

N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]-3- 
(trifluoromethoxy)benzamide; 
15 4-bromo-N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
methyl]-3-methylbenzamide; 

N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]-3-fluoro- 
4-(trifluoromethyl)benzamide; 

3,5-dichloro-N-[(cis-4-{[4-(dimethylamino)-5-inethylpyrimidin-2-yl]amino}cyclohexyl)- 
20 methyl]benzamide; 

3,4-dichloro-N-[(cis-4-{[4-(dimethylarnino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-- 
methyl]benzamide; 

4-chloro-N-[(cis-4-{[4-(dimethylaraino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
methyl]benzamide; 

25 4-chloro-N-[(cis-4-{[4-(diraethylamino)-6-methylpyrimidin-2-yl]ainino}cyclohexyl)- 
methyl]benzamide; 

N-[cis-4-( { [4-(dimetbylamino)-5 -methy lpyrimidin-2-yl] amino} methyl)cyclohexyl] -3,5- 
dimethoxybenzamide; 
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4-bromo-N-[cis-4-({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl)- 
cyclohexyl]benzamide; 

4-bromo-N-[cis-4-( { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} methyl)- 
cyclohexyl]-3-methylbenzamide; 
5 3,5-dichloro-N4cis-4-({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl)- 
cyclohexyljbenzamide; 

3,4-dichloro-N-[cis-4-({[4-(dimethylammo)-5-methylpyrimidin-2-yl]amino}methyl)- 
cyclohexyljbenzamide; 

N-[cis-4-({[4-(dimethylamiHo)-5-methylpyrimidin-2-yl]amino}methyl)cyclohexyl]-3,5- 
10 bis(trifluoromethyl)benzamide; 

N-[cis-4-({[4<dimethylamhio)-6-methylpyrimidin-2-yl]amino}methyl)cyclohexyl]-3 
difluorobenzamide; 

4-bromo-N-[cis-4-({[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}methyl)- 
cyclohexyljbenzamide; 

1 5 4-bromo-N-[cis-4-({ [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}methyl)- 

cyclohexyl]-3-methylbenzamide; 

N-(cis-4-{[4-(dimethylammo>5-m^ 
fluorophenoxy)nicotinamide; 

N-(cis-4-{[4Kdimethylamtno)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3 3 4 5 5- 
20 trimethoxybenzamide; 

N-(4-{[4-(dimethylaraino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3-ni1robenzamide; 
N-(cis^-{[4<dimethylamino)-6-methylpyriinidin-2-yl]amino}cyclohexyl)-2 3 2- 
diphenylacetamide; 

N-(cis-4- { [4-(diraethylamino)-6-methylpyrimidin-2-yl]amino} cyclohexyl)-4- 
25 methylbenzamide; 

4-chloro-N-(cis-4- { [4-(dimethylamino)-6-methylpyriraidin-2-yl] amino } cyclohcxyl)- 
benzamide; 

3-chloro-N-(cis4-{[4-(dimethyIam^ 
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benzamide; 

N-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl] amino} cyclohexyl)-3 ,4- 
difluorobenzamide; 

N-(cis-4-{[4-(dime%lamino)-6-raethylpyrimidin-2-yl]aniino}cyclohexyl)-3- 
5 methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-6-meth}dpyrimidin-2-}d]amino}cyclohexyl)-3- 
methoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-4- 
fluorobenzamide; 

1 0 N-(cis-4-{ [4-(dimethylamino)-5-niethylpyTimidin-2-yl]amino} cyclohexyl)-3- 

methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
methoxybenzamide; 

N<cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-4- 
15 methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3,4- 
difluorobenzamide; 

3-chloro-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

20 N-(cis-4-{[4-(dimethylamino)-5-methy]pyrimidin-2-yl]amino}cyclohexyl)-2-(3- 
methylphenoxy)nicotinamide; 

2-(4-bromophenoxy)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)nicotinamide; 

2-(4-chlorophenoxy)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
25 cyclohexyI)nicotinamide; 

N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl] amino} cyclohexyl)-2-(4- 
fluorophenoxy)nicotinamide; 

N-(cis-4-{[4-(dimethyIamino)-5-methylpyriniidin-2-yl]amino}cyclohexyl)-2-(3- 
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fluorophenoxy)nicotinamide; 

2<2-bromophenoxy)-N-(cis-4-{[4<dimethylaniino)-5-methyIpyrimidin-2-yl]amino}- 
cyclohexyl)nicotinamide; 

N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-2-(3- 
5 methoxyphenoxy)nicotinamide; 

N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-2-(4- 
methoxyphenoxy)nicotinamide; 

N-(cis-4-{[4<dime%lamino)-5-methylpyrimidin-2-y]]amino}cyclohexyl)-2-(4- 
iodophenoxy)nicotinamide; 
10 2-(3,4-dichlorophenoxy)-N-(cis-4-{[5-methyl-4-(methylamino)pyrimidin-2-yl]amino}- 
cyclohexyl)acetamide; 

2-(2,3-dichlorophenoxy)-N-(cis-4-{[5-me%l-4-(methylamino)pyrimidin-2-yl]amino}- 
cyclohexyl)acetamide; 

2-[(3,4-difluorophenyl)sulfonyI]-N-^ 
1 5 amino} cyclohexyl)nicotinamide; 

N.(ci s .4.{[4-(dimethylamino)-5-e&yIpyrimidin-2-yl]amino}cyclohexyl)-3 J 4- 
difluorobenzamide; 

N-[cis-4-({4-[ethyl(methyl)amino]-5-methylpyrimidin-2-yl}amino)cyclohexyl]-3,4- 
difhiorobenzamide; 

20 N-(cis-4-{ [4-(dimethylamiBo)-6-methylpyrimidin-2-yl]amino} cyclohexyl)-3 ,5- 

dimethoxybenzamide; 

N-(cis^-{[4^dimethylamino)-5-methylpyriraidin-2-yl]amino}cyclohexyl)-2-(2- 
methoxyphenoxy)nicotinamide; 

2-(2-chlorophenoxy)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
25 cyclohexyl)nicotinamide; 

2-(3-chlorophenoxy)-N-(ris-4-{[4-(dra^ 
cyclohexyl)nicotinamide; 

2-(3-bromophenoxy)-NKcis-4-{[4-(dimethy}amino)-5-methylpyrimidin-2-yl]amino}- 
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cyclohexyl)nicotinamide; 

N-(cis-4-{[4-(dimethylamino)-5-me%lpyrimidin-2-yl]amino}cyclohexyl)-2-[3- 
(trifluoromethyl)phenoxy]nicotinamide; 

N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-(3- 
5 fluorophenoxy)acetamide; 

N-(cis-4-{[4-(dimethylaraino)-5-methylpyrimidin-2-y]]amino}cyclohexyl)-2-(3- 
methoxyphenoxy)acetamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-[3- 
(trifluoromethyl)phenoxy]acetamide; 
10 2-(3-chlorophenoxy)-N-(cis-4-{[4^dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cycIohexyl)acetamide; 

2-[(5-chloropyridin-3-yl)oxy]-N-(cis-4-{[4Kdimethylamino)-5-methylpyrimidin-2-yl]- 
amino} cyclohexyl)acetamide; 

N-(cis-4-{[4^dimethylamino)-5,6-dimethylpyrimidin-2-yl]ammo}cyclohexy])-3 : ,4- 
1 5 difluorobenzamide; 

2-(3,4-difluorophenyl)-N-(cis-4-{[4^dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-2-hydroxyacetamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-hydroxy-2-(4- 
methoxyphenyl)acetamide; 

20 2-(23-difluorophenyl)-N-(cis-4-{[4<dimethylamino)-5-methyIpyrimidin-2-yl]amin 
cyclohexyl)-2-hydroxyacetamide; 

N-(cis-4-{[4-(dimethy]amino)-5-methylpyrimidin-2-yl] a mino}cyclohexyl)-2-hydroxy-2-[3- 
(trifluoromethyl)phenyl]acetamide; 

N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyI)-2- { [2- 
25 (trifluoromethyl)phenyljsulfinyl}acetamide; 

2-[(2-chlorophenyl)sulfinyl]-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-}i] 
cyclohexyl)acetamide; 

2-[(3-bromophenyl)sulfmyl]-N^ 
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cyclohexyl)acetamide; 

2-[(3 ,4-difluorophenyl)suIfinyl]-N-(ris-4- { [4-(dimethylamino)-5 -methylpyrimidin-2-ylj- 
amino} cyclohexyl)acelamide; 

N-(cis-4-{[4-(dimethylamino)-5-methyIpyrunidin-2-yl]amino}cyclohexyl)-3- 
5 (trifluoromethyl)benzamide; 

N-(cis-4- { [4-(dimethylammo)-5-methy lpyr imidin-2-yl] amino} cyclohexyl)-3 - 
fluorobenzamide; 

1- bromo-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
benzamide; 

10 N-(cis-4-{[4-(dimethylamino)-5-methyipyrimidm-2-yl]amino}cyclohexyl)-4- 
(trifluoromethoxy)benzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-4- 
fluorobenzamide; 

3,4-dichIoro-N-(cis-4-{[4<dime%laminb)-5-methylpyrimidm-2-y]]amino}cyclohexyl)- 
1 5 benzamide; 

N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl] amino} cy clohexy l)-3 ,5 - 
bisCtrifluoromethyObenzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methyIpyrimidin-2-yl]amino}cyclohexyl)-3 3 5- 
dimethoxybenzamide; 

20 N-(cis-4-{[4-(dimethy}amino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2 > 4- 
difluorobenzamide; 

N-(ciS'4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2 J 5- 
difluorobenzamide; 

N-(cis-4- { [4-(dimethylainino)-5 -methyIpyrimidin-2-yl] amino} cyclohexyl)-2,3 ,4- 
25 trifluorobenzamide; 

4-chloro-N-(cis-4- { [4-(dimethy]amino)-5-methylpyrimidin-2-yl] amino} cyclohexyl)- 
benzamide; 

3 -cy ano-N-(cis-4-{ [4-(dimetbyIamino)-5-methylpyrimidin-2-yl] amino } cyclohexyl> 
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benzamide; 

4-cyano-N-(cis-4- { [4-(dimethylamjno)-5-methylpyrimidin-2-yl]amino} cyclohexyl)- 

benzamide; 

2-[(3,4-dichlorophenyl)sulfinyl]-N-(cis-4-{[4-(dimethylamino)-5-melliylpyrimidin-2-yl]- 
5 amino} cyclohexyl)acetamide; 

N-(cis-4- { [4-(dimethy laraino)-5-methyIpyrimidin-2-y ljamino} cyclohexyl>2- { [3- 
(trifluoromethyl)phenyl]sulfinyl}acetamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-{[3- 
(trifluoromethyl)phenyl]sulfonyl}acetamide; 
1 0 N-(cis-4-{ [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-2- 

(isopropylthio)nicotinamide; 

2-(tert-butylthio)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)nicotinamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-(propylthio)- 
15 nicotinamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyc]ohexyl)-3- 
(methylsulfonyl)benzamide; 

N-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl] amino } cyclohexyl)-3 - 
fluorobenzamide; 

20 N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
(trifluoromethyl)benzamide; 

3 -cyano-N-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl] amino} cyclohexyl)- 
benzamide; 

4-cyano-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 

25 benzamide; 

N-(cis-4- { [4-(dimethy]amino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)benzamide; 
N-(cis-4- { [4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino } cyclohexyl)-3 - 
(trifluoromethyl)benzamide; 
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3-cyano-N-(cis^-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

N-(cis-4-{[4-(dimethylajinHO>5,6-dimethylpyrimidin-2-yl]ai'nino}cyclohexyI)-3- 
methylbenzamide; 

5 3-chloro-N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

3- bromo-N-(cis-4- { [4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino} cyclohexyl)- 
benzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin^2-yl]amino}cyclohexyl)-3,5- 
10 dimethoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3,5- 
bis(trifluoromethyl)benzamide; 

3,4-dichloro-N-(cis-4-{[4-(dime%lamino)-5,6-dimethylpyrimidm-2-yl]amino}cyclohexyl)- 
benzamide; 

15 N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-4- 
(trifluoromethoxy)benzamide; 

4- cyano-N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-4- 
20 methylbenzamide; 

N-(cis-4-{f4-(dimethy]amino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-4- 
fluorobenzamide; 

4-chloro-N-(cis-4- { [4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino} cyclohexyl)- 
benzamide; 

25 N-(cis-4- { [4-(dimetliy laraino)-5,6-dimethylpyrimidin-2-y 1] amino } cyclohexyl)-2- 

methoxybenzamide; 

4-bromo-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 
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N-(cis-4-{[4-(diraethylamino)-5-raethylpyrimidin-2-yl]amino}cyclohexyl)-4- 
(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)-5 3 6-dimethylpyrimidin-2-y]]amino}cyclohexyl)-3- 
methoxybenzamide; 

5 5-bromo-N-(cis-4- { [4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino} cyclohexyl)-2- 

furamide; 

N-(cis-4-{[4-(diraethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyc]ohexyl)-5- 
methylisoxazole-3-carboxamide; 

2-(3,5-difluoropheny])-N-(cis-4-{[4-(dimethy]amino)-5,6-dimethylpyrimidin-2-yl]amino}- 
1 0 cyclohexyl)-2-hydroxyacetamide; 

N-(cis-4- { [4-(dimethy lamino)-5, 6-dimethylpyrimidin-2-y 1] amino } cyclohexyl)-2-methyl- 1 ,3 - 
oxazole-4-carboxamide; 

N-(cis-4-{[4-(dimethylamino>5,6-dimediylpyrimidin-2-yl]amino}cyclohexyl)-2 : ,6- 
dimethoxynicotinamide; 

1 5 4-bromo-N-(cis-4- { [4-(dimethylamino)-5 ,6-dimethylpyrimidin-2-yl] amino} cyclohexyl)- 

benzamide; 

N-(cis-4-{[4-(dimethylamino)-5 3 6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-4- 
(trifluoromethyl)benzamide; 

4-bromo-N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3- 
20 methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3-fluoro-4- 
methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-4-fluoro-3- 
methylbenzamide; 

25 N-(cis-4-{[4-(dimethyIamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3- 
ethylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3- 
(trifluoromethoxy)benzamide; 
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5-bromo-N-(cis-4- { [4-(dimethylamino>5,6-dimethylpyrimidin-2-yl]amino} cyclohexyl)- 
nicotinamide; 

N-(cis-4-{[4<dimethylamino)-5 5 6-dime%lpyrimidin-2-yl]amtno}cyclohexyl)-5- 
methylthiophene-2-carboxamide 
5 NKcis-4-{[4<dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-6- 

(trifluoromethyl)nicotinamide; 

N.( c is-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3,5- 

diethoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidm-2-yl]amino}cyclohexyl)-3- 

10 ethoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3- 

isopropoxybenzamide; 

3 7 5-dichloro-N^cis4-{[4Kdime%laraino)-5-me1hylpyrimidin-2-yl]ammo}cyclohexyl)- 

benzamide; 

15 4-bromo-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
methylbenzamide; 

N-(cis-4- { [4-(dimethylammo)-5-methylpyrimidin-2-yl] amino} cyclohexyl)-4- 
ethoxybenzamide; 

N_( c j s -4_{[4-(dimethylamino)-5-niethylpyrimidin-2-yl]amino}cyclohexyl)-4-fluoro-3- 

20 metbylbenzamide; 

N-( c is-4-{[4-(dimethylamino)-5-me%lpyrimidin-2-yl]amino}cyclohexyl)-3-fluoro 

methylbenzamide; 

N-(cis-4-{ [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-3 - 
ethyibenzamide; 

25 N-(cis-4-{ [4-(dimethylamino)-6-methyIpyrimidin-2-yl]amino} cyclohexyl)-3,5- 

bis(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3-fluoro-4- 

(trifluoromethyl)benzamide; 
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N-(cis-44[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3-fluoro-5- 
(trifluoromethyl)benzamide; 

3-chloro-N-(cis-4-{[4-(dimethyIamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-4- 
fluorobenzamide; 

5 N-(cis-4-{[4-(dimethylamino)-6-methy1pyrimidin-2-y]]amino} cyclohexyl)-4-fluoro-3- 

methylbenzamide; 

N-(cis^-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3-fluoro-4- 
methylbenzamide; 

3,5-dichloro-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
1 0 benzamide; 

N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
(trifluoromethoxy)benzamide; 

N-(cis-4-{[4~(dimethylamino)-6-mcthylpyrimidih-2-yl]amino}cyclohexyl)-3,5- 
difluorobenzamide; 

15 4-brorao-N-(cis-4-{[4-(dimethyIamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
methylbenzamide; 

N-(cis-4-{[4-(dimethyIamino)-6-methylpyrimidin-2-yl]amino}cyc]ohexyl)-3- 
ethylbenzamide; 

N-(cis-4-{[4-(dimethylaraino)-6-inethy]pyrimidin-2-yl]amino}cyclohexyl)-4- 
20 (trifluoromethyI)benzamide; 

4-bromo-N-(cis-4- { [4-(diraethyIamino)-6-methylpyrimidin-2-yl]amino} cyclohexyl)- 
benzamide; 

N-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl] amino } cyclohexyl)-4- 
ethylbenzamide; 

25 N-(cis-4-{ [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} cyclohexyl)-3,5- 

diethoxybenzamide; 

N-(cis.4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
ethoxybenzamide; 
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N^cis-4-{[4-(dimethylamino)-6-methylpyriraidin-2-yl]amino}cyclohexyl)-3- 
isopropoxybenzamide; 

5-bromo-N^cis-4-{[4-(dimethylamino)-6-methylpyrirnidin-2-yl]amino}cyclohexyI)- 
nicotinamide; 

5 5-bromo-N-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} cyclohexyl)-2- 

furamide; 

5-chIoro-N-(cis-4-{[4-(dimethylamino>6-methylpyrimidin-2-yI]amino}cyclohexyI)-2- 
furamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3-fluoro-5- 
10 (trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2,2-difluoro-13 
benzodioxole-5-carboxamide; 

N-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
ethoxybenzamide; 

15 N<cis-4-{[4-(diraethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
isopropoxybenzamide; 

5-bromo-N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-2- 
furamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yI]amino}cyclohexyI)-3,5- 
20 diethoxybenzamide; 

4- chloro-N-(cis-4-{[4-(dimethylaraino)-5-methylpyrirnidin-2-yl]amino}cyclohexyl)-3- 
(trifluoromethyl)benzamide; 

5- bromo-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
nicotinamide; 

25 3,4-didiloro-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

3-chloro-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-4- 
(trifluoromethoxy)benzamide; 
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N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-4-methoxy-3- 
(trifluoromethyl)benzamide; 

N„(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-4-methoxy-3- 
(trifluoromethyl)benzamide; 
5 2-(4-chlorophenyl)-N^cis-4-{l4-(dimethyIani[ino>5-methylpyrimidin-2-yl]aniino}- 
cyclohexyl)-2-methylpropanamide; 

l-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)cyclopropanecarboxamide; 

l-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino>- 
1 0 cyclohexyl)cyclobutanecarboxamide; 

1 -(2,4-dichlorophenyl)-N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} - 
cyclohexyl)cyclopropanecarboxamide; 

2<4-chlorophenyl)-N-(cis-4-{[4-(dime%lamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-2-methylpropanamide; 
15 l-(4-chlorophenyl)-NKcis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexyl)cyclopropanecarboxamide; 

l-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexyl)cyclobutanecarboxamide; 

l<2,4-dichlorophenyl>N-(cis^-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
20 cyclohexyl)cyclopropanecarboxamide; 

243,5-bis(trifluoromethyl)phenyl]-N^cis-4-{[4-(dimethylamino)-6-methylpyrim^ 
amino} cyclohexyl)acetamide; 

N.( c i s .4-{[4.(dimethy]amino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-4-[2,2 3 2- 
trifluoro-1 -hydroxy-1 -(trifluoromethyI)ethyl]benzamide; 
25 2<4-chlorophenyl)-N^cis^-{[4^dimethylamino)-5-methylpyiimidin-2-yl]amino}- 
cyclohexyl)acetamidc; 

N-(cis-44[4Kdimethylaraino)-5-methyIpyrimidin-2-yl]aniino}cyclohexy])-l-(4- 
methylphenyl)cyclopropanecarboxamide; 
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2K4-chlorophenyl)-N-(cis-4-{[4-(dimethylmnino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)propanamide; 

2<4-chlorophenyl)-N-(cis-4-{[4^dime%lamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-2-hydroxyacetamide; 
5 NKcis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-l-(4- 
methoxyphenyl)cyclopropanecarboxamide; 

N 2 -(3-chlorophenyl)-N-(cis-4-{[4<dimethylamino)-5-methylpyriraidin-2-yl]amino}- 
cyclohexyl)-N 2 -methylglycinamide; 

N 2 -(3 5 4-dichlorophenyl)-N<cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 

1 0 cydohexyl)-N 2 -methylglycinamide; 

N.( c is-4-{[4-(dimethyIamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N 2 -methyl-N 2 -(3- 

methylphenyl)glycinamide; 

N-(cis-4-{[4-(dime%lamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N 2 -(3- 
fluorophenyl)-N 2 -methylglycinamide; 
15 N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N 2 -(4- 
fluorophenyl)-N 2 -methylglycinamide; 

N 2 -(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]am 
cyclohexyl)-N 2 -methylglycinamide; 

N^S^-difluorophenyO-NKcis^-l^^dimethylam^-S-methylpyrimidiii^-yyamino}- 
20 cyclohexyl)-N 2 -methylglycinamide; 

N-(cis-4-{[4-(dimethylamino)-5-me1hylpyrimidin-2-yl]amino}cyclohexyl)-N 2 -(3- 
methoxyphenyl)-N 2 -methyIglycinamide; 

N.( c i s .4_{[4-(dimethylamino)-5-methylpyrimidin-2-yl]ainino}cyclohexyl)-N 2 -(4- 
methoxyphenyI)-N 2 -methylglycinamide; 
25 2-|(3,4-difluorophenyl)amino]-N-(cis-4-{[4-(dhnethylaniino)-5-methylpyrimidin-2-yl]- 
amino} cyclohexyl)nicotinamide; 

2-(3,4-dichlorophenoxy)-N-(cis^-{[4-nie%l-6Kmethylamino)pyrimidin-2-yl]amino}- 

cyclohexyl)acetamide; 
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1rans-2-(4K;hlorophenyl)^ 
cyclohexyl)cyclopropanecarboxamide; 

trans-2-(3-chlorophenyl)-N-(cis-4-{[4-(dimethyiamino)-5-methylpyrimidin-2 
cyclohexyl)cyclopropanecarboxamide; 
5 trans-2^3,4-difliiorophenyl)-N-(cis-4-^ 
cyclohexyl)cyclopropanecarboxamtde; 

trans-2K3/-dichlorophenyl)-N-(cis-4-{[4Kdimethylamino)-5-methylpyrimidin-2-yl]- 
amino}cyclohexyl)cyclopropanecarboxamide; 

trans-2-[3 ! 5-bis(trifluoromethyl)phenyl]-N^cis-4-{[4-(dimethylamino)-5-methylpyrimidin- 
1 0 2-yl]amino} cyclohexyl)cyclopropanecarboxamide; 

24(4-chlorophenyl)sulfonyl]-N-(cis-44[4Kdimethylamino)-5-me%lpyrimidin-2-yl]- 
amino} cyclohexyl)nicotinamide; 

24(3-chlorophenyl)sulfonyl]-NKcis^-{[4Kdimethylammo)-5-methylpyrimidin-2-yl]- 
amino} cyclohexyl)nicotinamide; 
1 5 2-[(4-bromophenyl)sulfonyl]-N-(cis-4-{ [4-(dimethylamino)-5-methy]pyrimidin-2-yl]- 

amino} cyclohexyl)nicotinamide; 

N-(cis-4-{[4Kdimethylamino)-5-methylpyrimidin-2-yl]araino}cyclohexyl)-2-{[4- 
(trifluoromethyl)phenyl]sulfonyl}nicotinamide; 

N-(cis-4-{[4-(dimethyIamino)-5-methylpyrimidin-2-yl]araino}cyclohexyl)-2-{[l-methyl-3- 
20 (trifluoromethyl)-lH-pyrazol-5-yl]oxy}acetamide; 
2-[(2-chlorophenyl)sulfonyl]-N^ 
amino} cyclohexyl)nicotinamide; 

2-[(3-chlorophenyl)sulfonyl]-NKcis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]- 
amino} cy clohexyl)nicotinamide; 
25 3,4-dichloro-N-{cis-4-[(4-methoxy-5-methylpyrimidin-2-yl)amino]cyclohexyl}- 

benzamide; 

N4cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-2-phenoxy- 
nicotinamide; 
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N-[cis-4K4-dimethylamino-6-methyl-pyrimidin-2-ylamino)-cyclohexyl]-2-phenoxy- 
nicotinamide; 

3-chloro-N-[cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylaraino)-cyclohexyl]-4- 
fluoro-benzamide; 

5 4-chloro-N-[cis-4-(4-dimeftyIaniino-6-methyl-pyrimidin-2-ylamino)-cyclohexyI]-3- 
fluoro-benzamide; 

3-chloro-N-[cis-4<4-dimethyIamino-6-methyl-pyrimidin-2-ylamino)-cyclohexyl]-5- 
fluoro-benzamide; 

N-[cis-4-(4-dimethylamino-6-methyl-pyrimidin-2-ylamino)-cyclohexyl]-3,4,5-trifluoro- 
10 benzamide; 

3- chloro-4-fluoro-N-[cis-4-(5-methyl-4-methylamino-pyrimidin-2-ylamino)-cyclohexyl]- 
benzamide; 

4- chloro-N-[cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-3- 
fluoro-benzamide; 

15 3-chloro-N-[cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-5- 
fluoro-benzamide; 

N-[cis-4-(4-diraethy]amino-5-methyl-pyrimidin-2-ylamino)-cyc]ohexyl]-3 3 4,5-tiifluoro- 
benzaraide; 

N-[cis-4-(4-dimethylarnino-5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-3,5-difluoro- 
20 benzamide; and 

2-(3,4-difluoro-phenyI)-N-[cis^<4-dime%lamino-5-methyl-pyrimidin-2-ylamino)- 
cyclohexyl]-acetamide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
25 compound is selected from the group consisting of: 

N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]-3,5- 
bis(trifluoromethy])benzamide; 

N-[(cis-4-{[4-(dimethykmino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]-3,5- 
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dimethoxybenzamide; 

N-[(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyciohexyl)methyl]-3- 
(trifluoromethyl)benzamide; 

4-bromo-N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
5 methyl]-3-methylbenzamide; 

3,5-dichloro-N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
methyl]benzamide; 

3 3 4-dichloro-N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
methyl]benzamide; 

10 3,5-dichloro-N4^cis-4-({[4<dimethyIamino)-5-methylpyrimidin-2-yl]amino}methyl)- 
cyclohexyl]benzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-(2- 
fluorophenoxy)nicotinamide; 

N-(cis-4-{[4-(dimethylamino)-6-raethylpyrimidin-2-yl]amino}cyclohexyl)-3,4,5- 
1 5 trimethoxybenzamide; 

N-(4- { [4-(diraethylamino)-6-methylpyrimidin-2-yl] amino} cyclohexyl)-3 -nitrobenzamide; 
N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-2 J 2- 
diphenylacetamide; 

4-chloro-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
20 benzamide; 

3-chloro-N-(cis-4-{[4-(dimethyIamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

N-(cis-4- { [4-(dimethylammo)-6-methylpyrimidin-2-yl] amino } cyclohexyl)-3 ,4- 
difluorobenzamide; 

2 5 N-(cis-4- { [4-(dimethyIam tno)-6-methylpyrimidin-2-yl] amino } cyclohexyl)-3 - 

methylbenzamide; 

N-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl] amino } cyclohexyl)-3 - 
methoxybenzamide; 
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N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-4- 
fluorobenzamide; 

N-(cis-4-{[4-(dimethylammo)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
methylbenzamide; 

5 N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexy])-3- 
methoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-4- 
methylbenzamide; 

N-(cis-4-{[4-(dimethylmnino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3,4- 
10 difluorobenzamide; 

3-chloro-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-(3- 
methylphenoxy)nicotinamide; 
1 5 2-(4-bromophenoxy)-N-(cis-4-{ [4-(dimethylamino)-5-methylpyrimidin-2-yl] amino} - 

cyclohexyl)nicotinamide; 

2-(4-chlorophenoxy)-N-(cis-4-{[4-(dimethylammo)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)nicotinamide; 

N-(cis-4-{[4-(dimethyIamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-(4- 
20 fluorophenoxy)nicotinamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-(3- 
fluorophenoxy)nicotinamide; 

2-(2-bromophenoxy)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)nicotinamide; 
25 N-(cis-4- { [4-(d imethyIamino)-5-methylpyrimidin-2-yl] amino } eye lohexy l)-2-(3 - 

methoxyphenoxy)nicotinamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyc]ohexyl)-2-(4- 
methoxyphenoxy)nicotinamide; 
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N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-(4- 
iodophenoxy)nicotinamide; 

2-(3,4-dichlorophenoxy)-N-(cis^-{[5-methyl-4-(methylamino)pyrimidin-2-yl]amino}- 
cyclohexyl)acetamide; 

5 2H2,3-dichlorophenoxy)-N-(cis-4-{[5-methyl-4-(methylamino)pyrimidin-2-yl]amino}- 
cyclohexyl)acetamide; 

2-[(3,4-difluorophenyl)suIfonyl]-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2 
amino} cyclohexyl)nicotinamide; 

N-[cis-4-({4-[ethyl(methyl)amino]-5-methylpyrimidin-2-yl}amino)cyclohexyl]-3,4- 
1 0 difluorobenzamide; 

N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3,5- 
dimethoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-(2- 
methoxyphenoxy)nicotinamide; 
15 2-(2-chlorophenoxy)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin~2-yl]amino}- 
cyclohexyl)nicotinamide; 

2-(3-chlorophenoxy)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)nicotinamide; 

2-(3-bromophenoxy)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
20 cyclohexyl)nicotinamide; 

N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl] amino } cyclohexyl>2-[3- 
(trifluoromethyl)phenoxy]nicotinamide; 

N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl] amino) cyclohcxyl)-2-(3- 
fluorophenoxy)acetamide; 
25 N-(cis-4-{[4-(dimethylammo)-5-methylpyrimidin-2-yl] amino] cyclohexyl)-2-(3- 

methoxyphenoxy)acetamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-[3- 
(trifluoromethyl)phenoxy]acetamide; 
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2<3-chlorophenoxy)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)acetamide; 

2-[(5-chloropyridin-3-yl)oxy]-N-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]- 
amino} cyclohexyl)acetamide; 
5 N-(cis-4-{[4-(dime%lamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3 3 4- 
difluorobenzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-hydroxy-2-(4- 
methoxyphenyl)acetamide; 

2- (2,3-difluorophenyl)-N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} - 
1 0 cyclohexyl)-2-hydroxyacetamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2-hydroxy-2-[3- 
(trifluoromethyl)phenyl]acetamide; 

N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-2- { [2- 
(trifluoromethy l)phenyl] sulfinyl } acetamide; 
15 2-[(2-chlorophenyl)sulfmyl]-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)acetamide; 

24(3-bromophenyl)sulfinyl]-NKcis-4-{[4<dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)acetamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
20 (trifluoromethyl)benzaiiiide; 

N-(cis-4-{[4-(dimethylamino)-5-raethyIpyrimidin-2-yl]amino}cyclohexyl)-3- 
fluorobenzamide; 

3- bromo-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

25 N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-4- 

(trifluoromethoxy)benzamide; 

N-(cis-4- { [4-(dimethyIamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-4- 
fluorobenzamide; 
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3,4-dichloro-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

N-(cis-4-{[4-(diraethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3 5 5- 
bis(trifluoromethyl)benzamide; 
5 N-(cis-4-{[4-(dimethylamino>5-methylpyrimidin-2-yl]amino}cyclohexyl)-3,5- 
dimethoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2,4- 
difluorobenzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2 :> 5- 
10 difluorobenzamide; 

N-(cis-4-{[4-(dimethylaniino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2 :> 3,4- 
trifluorobenzamide; 

4-chloro-N-(cis-4-{[4-(dimethyIamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

15 3-cyano-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

4-cyano-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2- 
20 (isopropylthio)nicotinamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2- 
(propylthio)nicotinamide; 

N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
(trifluoromethyl)benzamide; 
25 3-cyano-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

4-cyano-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 
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N<cis-4-{[4-(dimethylamino)-5,6-dime1hylpyrimidin-2-yl]amino}cyclohexyl)-3- 
(trifluoromethyl)benzamide; 

3-cymio-N-(cis-4-{[4-(dimcthylaniino)-5,6^imethylpyrimidin-2-yl]anuno]cyclohexyl)- 
benzamide; 

5 NKcis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3- 
methylbenzaraide; 

3-chloro-N-(cis-4- { [4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino} cyclohexyl)- 
benzamide; 

3- bromo-N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
1 0 benzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dime1by]pyrimidin-2-yl]arnino}cyclohexyl)-3 J 5- 
dimethoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidm-2-yl]aniino}cyclohexyl)-3,5- 
bis(trifluoromethyl)benzamide; 
15 3,4-dichloro-N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

4- cyano-N-(cis-4- { [4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino} cyclohexyl)- 
benzamide; 

N-( c i s .4_{[4.(di m ethylamino)-5,6-dimethylpyriniidiii-2-yl]amino}cyclohexyl)-4- 
20 methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-4- 
fluorobenzamide; 

4-chloro-N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

25 4-bromo-N-(cis-4-{ [4-(dimethylamino)-5-methylpyrimidin-2-yl]animo} cyclohexyl)- 

benzamide; 

N-(cis-4-{[4-(dimethylamino)-5-niethylpyrimidin-2-yl]amino}cyclohexyl)-4- 
(trifluoromethyl)benzamide; 
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N-(cis-4- { [4-(dimethylamino)-5 , 6-dimethylpyrimidin-2-yl]amino} cyclohexyl)-3 - 
methoxybenzamide; 

5-bromo-N-(cis-4-{[4-(dfinethyJamino)-5,6-diinethylpyrimidin-2-yl]amino}cycJohexyl)-2- 
furamide; 

5 N-(cis-4- { |4-(dimethyJamino)-5,6-dimethylpyrimidin-2-yl]amino} cyclohexyl)-2,6- 

dimethoxynicotinamide: 

4-bromo-N-(cis-4-{[4-(dimethylamino)-5 J 6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

N-(cis-4- { [4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]aniino} cyclohexyl)-4- 
10 (trifluoromethyl)benzamide; 

4- bromo-N<cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3- 
methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3-fluoro-4- 
methylbenzamide; 

15 N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-4-fluoro-3- 
methylbenzamide; 

N-(cis-4- { [4-(dimethyIamino)-5,6-dimethylpyrimidin-2-yl] amino } cy clohexyl)-3 - 
(trifluoromethoxy)benzamide; 

5- bromo-N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
20 nicotinamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethy]pyrimidin-2-yl]amino}cyclohexyl)-5- 
methylthiophene-2-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethyIpyrimidin-2-yl]amino}cyclohexyl)-3,5- 
diethoxybenzamide; 

25 N-(cis-4-{[4-(dimethyIamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-3- 
ethoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-y]]amino}cycIohexyl)-3- 
isopropoxybenzamide; 
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3,5-dichloro-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-y]]amino}cyclohexyl)- 
benzamide; 

44xomo-N-(cis^-{[4^dimelhylamino)-5-niethylpyrimidin-2-yl]amino}cyc]ohe- \ l)-3- 
methylbenzamide; 

5 N-(cis-4- { [4-(dimethylainino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-4-fluoro-3- 

methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-5-metihylpyrimidin-2-yl]amino}cyclohexyl)-3-fIuoro-4- 
methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
10 ethylbenzamide; 

N-(cis-4- { [4-(dimethylamino)-6-methy lpyrimidin-2-yl] amino } cyclohexyl)-3 ,5- 
bis(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(diraethylamino)-6-methylpyriniidin-2-yl]amino}cyclohexyl)-3-fluoro-4- 
(trifluoromethyl)benzamide; 
15 N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3-fluoro-5- 
(trifluoromethyl)benzamide; 

3 -chloro-N-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl] amino } cyclohexyl)-4- 
fluorobenzamide; 

N-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl] amino} cyclohexyl)-4-fluoro-3 - 
20 methylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3-fluoro-4- 
methylbenzamide; 

3 ,5-dichloro-N-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} cyclohexyl)- 
benzamide; 

25 N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
(trifluoromethoxy)benzamide; 

N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3 3 5- 
difluorobenzamide; 
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4- bromo-N-(cis-4-{[4-(dimethylaniino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
methylbenzaraide; 

N-(cis-4-{[4-(dimcthylamino>6-methyIpyrimidin-2-yl]amino}cyclohexyI)-3- 
ethylbenzamide; 

5 4-bromo-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-4- 
ethylbenzamide; 

N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3,5- 
10 diethoxybenzamide; 

N-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} cyclohexyl)-3- 
ethoxybenzamide; 

N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
isopropoxybenzamide; 

1 5 5-bromo-N-(cis-4-{ [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} cyclohexyl)- 

nicotinamide; 

5- bromo-N-(cis-4-{[4-(dime%Iamino>6-niethylpyrimidin-2-yl]ammo}cyclohexy])-2- 
furamide; 

5-chloro-N-(cis-4-{[4-(dimethylamino)-6-raethylpyrimidin-2-yl]amino}cyclohexyl)-2- 
20 furamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3-fluoro-5- 
(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]araino}cyclohexyl)-2,2-difluoro-l,3- 
benzodioxole-5-carboxamide; 
25 N-(cis-4-{[4-(dimethylamino)-5-raethylpyrimidin-2-yl]amino}cyclohexyl)-3- 
ethoxybenzamide; 

54oromo-N-(cis-4-{[4-(dimethylaraino)-5-methylpyrimidin-2-yl]amino}cycIohexyl)-2- 
furamide; 
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N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3,5- 
diethoxybenzamide; 

4-chloro-N-(cis-4-{[4-(dimethylaiTaino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3- 
(trifluoromethyl)benzamide; 
5 5-bromo-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
nicotinamide; 

3 J 4-dichloro-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
benzamide; 

3-chloro-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-4- 
10 (tifluoromethoxy)benzamide; 

N-(cis-4- { [4-(dimethylamino)-5 -methylpyrimidin-2-yl] amino } cyclohexyl)-4-methoxy-3 - 
(trifluorornetiiyl)benzamide; 

N-(cis-4-{[4-(dimethyIamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-4-methoxy-3- 
(trifluoromethyl)benzamide; 
15 2-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-2-methylpropanamide 

1- (4-chlorophenyl)-N-(cis^-{[4-(dime1hylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)cyclopropanecarboxamide; 

1 -(4-chlorophenyl)-N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} - 
20 cyclohexyl)cyclobutanecarboxamide; 

1 -(2,4-dichlorophenyl)-N-(cis-4-{ [4<dimethylamino)-5-methylpyrimidin-2-yl]amino} - 
cyclohexyl)cyclopropanecarboxamide; 

2- (4-chlorophenyl)-N-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl] amino } - 
cyclohexyl)-2-methylpropanamide 

25 l-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexyl)cyclopropanecarboxamide; 

l-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexyl)cyclobutanecarboxamide; 
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1- (2 5 4-dichlorophenyl)-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidm-2-yl]amino}- 
cyclohexyl)cycIopropanecarboxamide; 

2K4-chlorophen}1)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yllamino}- 
cyclohcxyl)acctamide; 

5 N-(cis-4- { [4-(dimethy lamino)-5-metbylpyrimidin-2-y l]amino} cyclohexyl)- 1 -(4- 

methylphenyI)cycIopropanecarboxamide; 

2- (4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5-methy]pyrimidin-2-yl]amino}- 
cyclohexyl)propanamide 

2K4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
1 0 cyclohexyl)-24iydroxyacetamide; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-l-(4- 
methoxyphenyl)cyclopropanecarboxamide; 

N 2 ^3K5hlorophenyl)-N^cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-N 2 -methylglycinamide; 
15 N 2 -(3,4-dichIorophenyl)-N-(cis-4-{[4-(diraethylamino)-5-methylpyrimidin-2-y]]amino}- 
cyclohexyl)-N 2 -methylglycinamide; 

N-(cis^-{[4-(dime%lamino)-5^ 
methylphenyl)glycinamide; 

N-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N 2 -(3- 
20 fluorophenyl)-N 2 -methylglycinamide; 

N-(cis-4-{[4<dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N 2 -(4- 
fluorophenyl)-N 2 -methylglycinamide; 

N 2 -(4- c Moropbenyl)-N-(cis-4-^ 
cyclohexyl)-N 2 -msthylglycinamtde; 
25 N 2 -(3,4-difluorophenyl)-N-(cis-4-{[4-(dimethylaraino)-5-methylpyrimidin-2^ 
cyclohexyl)-N 2 -methylglycinamide; 

N-(cis-4-{[4-(dimethylamino)-5-me%lpyrimidin-2-yl]amino}cyclohexyl)-N 2 -(3- 
methoxyphenyl)-N 2 -methylglycinamide; 
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2-(3 ,4-dichlorophenoxy)-N-(cis-4- { [4-methyl-6-(methylamino)pyrimidin-2-yl] amino} - 
cyclohexyl)acetamide; 

trans-2-(4-chlorophenyI)-N-(cis^-{[4-(dimethylamino>5-methylpyrimidin-2-yl]amino|- 
cyclohexyl)cyclopropanecarboxamide: 
5 trans-2-(3 -chloropheny l)-N-(cis-4- { [4-(dimethylamino)-5 -methylpyrimidin-2-yl] amino} - 

cyclohexyl)cyclopropanecarboxamide; 

trans-2-(3,4-difluorophenyl)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)cyclopropanecarboxamide; 

trans-2-(3,4-dichlorophenyl)-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]- 
1 0 amino } cyclohexyl)cyclopropanecarboxamide; 

n-ans-2-[3,5-bis(trifluoromethyl)phenyl]-N-(cis--4-{[4-(dimethylamino)-5-methylpyrimidin- 
2-yl]amino}cyclohexyl)cyclopropanecarboxamide; 

2- [(4-chlorophenyl)sulfonyI]-N^cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]- 
amino} cyclohexyl)nicotinamide; 

1 5 N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl] amino} cyclohexyl)-2- { [ 1 -methyl-3- 

(trifluoromethyl)-lH-pyrazol-5-yl]oxy}acetamide; 

N-[cis-4-(4-dimethylamino-5-me1hyl-pyrimidin-2-ylamino)-cyclohexyl]-2-phenoxy- 
nicotinamide; 

N-[cis-4-(4-dimethylamino-6-methyI-pyrimidin-2-ylamino)-cyclohexyl]-2-phenoxy- 
20 nicotinamide; 

3- chloro-N-[cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-4-fluoro- 
benzamide; 

4- chloro-N-[cis-4-(4-dimethyIamino-6-methyl-pyrimidin-2-ylamino)-cyclohexyl]-3-fluoro- 
benzamide; 

25 3-chloro-N-[cis-4-(4-dimethy{amino-6-methyl-pyrimidin-2-ylamino)-cyclohexyl]-5-fluoro- 

benzamide; 

N-[cis-4-(4-dimethylamino-6-methyl-pyrimidin-2-ylamino)-cyclohexyl]-3 : ,4,5-trifluoro- 
benzamide; 
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3- chloro-4-jfluoro-N-[cis-4<5-methyI-4-methylamino-pyrimidin-2-ylamino)-cyclohexyl]- 
benzamide; 

4- chloro-N-[cis^-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohe::.y 



5 3-ch]oro-N-[cis-4-(4'dimethyIammo-5-m^^ 
benzamide; 

N-[cis^-(4-dimethylamino-5-me%l-pyrimidin-2-ylam 
benzamide; 

N_[ c j s -4-(4-dimethylamino-5-methy]-pyrimidin-2-ylamino)-cyclohexyl]-3,5-difluor^ 
10 benzamide; and 

2-(3,4-difluoro-phenyl)-N^cis-4<4-dimetbylammo-5-methyl-pyrimidin-2-ylamino)- 
cyclohexyl]-acetamide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of tfie present invention, Ri is selected from the group consisting of: 
15 (i) C M6 alkyl, and 

C M6 alkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

•carbocyclic aryl substituted by substituent(s) independently selected from 
20 the group consisting of: 



••nitro, 

••C,, s alkylcarbonylamino, 
"C 3 , 6 cycloalkylcarbonylamino, 
~C W alkyl, 

••Ci-5 alkyl substituted by halogen, 
••Cj-5 alkoxy, and 

••Ci-5 alkoxy substituted by halogen, 
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(ii) C3.12 cycloalkyl, and 

C3.12 cycloalkyl substituted by carbocyclic aryl, 

(iii) carbocyclic aryl, and 

carbocyclic aiyl substituted by substituent(s) independently selected from the 
5 group consisting of: 

"halogen, 
•Cmo alkyl, 

•C[_io alkyl substituted by halogen, 
•C1-9 alkoxy, and 
10 -Ci.s alkylthio, 

(iv) heterocyclyl, 
L is Formula (XV); 
Yis-C(0)NR 5 -; 

R2 is selected from the group consisting of: 
1 5 -N(R 2a )(R 2 b), wherein R 2a is hydrogen or Q.5 alkyl and R 2b is C1.5 alkyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 3,4-dihydro-l.ff-isoquinolinyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
20 In some embodiments of the present invention, R] is selected from the group consisting of: 

(i) Ci_ 16 alkyl, and 

C]_i 6 alkyl substituted by substituent(s) independently selected from the 

group consisting of: 

•carbocyclic aryl, 

25 '-carbocyclic aryl substituted by substiluent(s) independently selected from 

the group consisting of: 
••halogen, 
••nitro, 
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••Chalky!, 

°'Ci. 5 alkyl substituted by halogen, 
00 Ci. 5 alkoxy, and 

oo C]. 5 alkoxy substituted by halogen, 
5 (ii) C3.12 cycloalkyl, and 

C3-12 cycloalkyl substituted by carbocyclic aryl, 
(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 
10 -halogen, 
•Clio alkyl, 

•Cj.10 alkyl substituted by halogen, and 
•C].9 alkoxy, 
R 2 is selected from the group consisting of: 
1 5 -N(R 2a )(R 2b ), wherein R 2a is hydrogen or C M alkyl and R 2b is C1.5 alkyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is 3,4-dihydro-liT-isoquinolinyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
20 In some embodiments of the present invention, p is 1 and T is Ci. 5 alkyl; R 3 and R4 are both 

hydrogen; and A and B are both single bonds; R 5 is hydrogen: or a pharmaceutically acceptable salt, 
hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 
25 cis-4-{[4-(dimethylamino)-6-methyIpyrimidin-2-yl]amino}-N-(3-iodobenzyl)- 
cyclohexanecarboxamide; 

cis-N-(2,4-dichlorobenzyl)-4-{[4-(dime%Iamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 
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cis-N-(2,5-dichlorobenzyl)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 

cis-4-{[4-(dimethylammo)-6-methylpyrimidin-2-yl]amino}-N-(4-methylbenzyl)- 
cyclohexanecarboxamide; 
5 cis-N-(3,5-dichlorobenzyl>4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 

cis-N-(3 3 5-dimethoxybenzyl)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 

cis-N<3-chlorobenzyl)-4-{[4-(dimethylaniino)-6-me%lpyrimidin-2-yl]amino}- 
10 cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-[3-(1xifluoromethyl)ben2yl]- 
cyclohexanecarboxamide; 

cis-N43,5-bis(1rifluoromethyI)benzyl]-4-{[4-(dime%]amino)-6-methylpyrimidin-2-yl]- 
amino} cyclohexanecarboxamide; 
1 5 , cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl] amino} -N-(3 -methoxybenzyl)- 

cyclohexanecarboxamide; 

cis-N-(4-chlorobenzyI)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 

cis-N^3,4-dichlorobenzyI)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
20 cyclohexanecarboxamide; 

cis-N-(2,5-difluorobenzyI)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 

cis-N-(2,3-difluorobenzyI)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 
25 cis-N-(4-bromo-2-fluorobenzyI)^{[4^dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 

cis-N-(2 : ,4-difluorobenzyl)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 
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cis-4-{[4-(dimethylamino)-6-me%lpyrimidin-2-yl]amino}-N-(3-methylbenzyl)- 
cyclohexanecarboxamide; 

cis-4- { [4-(dimethylamino)-6-methylpyriraidin-2-yl]amino} -N-[2-(trifluoromethoxy)benzyl]- 
cyclohcxanecarboxamide; 
5 cis-4- { [4-(dimethylamino>5-methylpyrimidin-2-yl]amino} -N-[(l R)- 1 -phenylethyl]- 

cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lS)-l-(4-methylphenyl)- 
ethyl]cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lR)-l-(4-fluorophenyl)- 
1 0 ethyl]cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lS)-l-(4-fluorophenyl)- 
ethyl] cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lR)-l-(3-methoxyphenyl)- 
ethyl]cyclohexanecarboxamide; 
15 cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lS)-l--(3-methoxyphenyl)- 
ethyl] cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]arnino}-N-[(lS)-l-(4-methoxyphenyl)- 
ethyl] cyclohexanecarboxamide; 

cis-N-[(lR)-l-(4-chlorophenyl)ethyl]-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]- 
20 amino} cyclohexanecarboxamide; 

cis-N-[ 1 -(4-bromophenyl)ethyl]-4- { [4-(dimethylamino)-5 -methylpyrimidin-2-yl] amino } - 
cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lR)-l-(4-nitrophenyl)- 
ethyl] cyclohexanecarboxamide; 
25 cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]aniino}-N-[(lS)-l-(4-nitrophenyl)ethyl]- 
cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-(3-fluorophenyl)- 
cyclohexanecarboxamide; 
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cis-4-{[4-(dimethylamino)-5-me%lpyrimidin-2-yl]amino}-N-(3-methoxyphenyl)- 
cyclohexanecarboxamide; 

cis-N-(3-chlorophenyl)-4-{[4-(dirnethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 
5 cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-y]]amino} -N-[( 1 S,2R)-2- 

phenylcyclopropyl]cyclohexanecarboxamide; 

cis-4-{[4-(dime%lamino)-5-methy!pyrimidin-2-yl]amino}-N-[4-(trifluorometliyl)phenyl]- 
cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-[(lR)-l-(3-raethoxyphenyl)- 
10 ethyl]cyclohexanecarboxamide; 

cis-N4(lS)4-(4-chlorophenyl)ethyl]-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]- 
amino} cyclohexanecarboxaraide; 

cis-N-benzyl-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl] amino } - 
cyclohexanecarboxatnide; 
15 cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-(4-fluorobenzyl)- 
cyclohexanecarboxamide; 

cis-N-(3,4-difluorobenzyI)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 

cis-4-{ [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} -N-[(l S)-l -(4-methoxyphenyl)- 
20 ethyl]cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-[(lS)-l-(3-methoxyphenyl)- 
ethyl]cyclohexanecarboxamide; 

cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl] amino} -N-[( 1 R)-l -(4-fluorophenyl)- 
ethyljcyclohexanecarboxamide: 
25 cis-N-[(lR)-l-(4-chlorophenyl)ethyl]-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]- 
amino} cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lS)-l-(l-naphthyl)ethyl]- 
cyclohexanecarboxamide; 
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cis-N-[(lR)4<4-bromophenyl)ethyl]^-{[4<dimethylamino)-5-methylpyrimidin-2-yl]- 
amino} cyclohexanecarboxamide; 

cis-N-[( 1 S)- 1 -(4-bromophenyl)ethyl]^^ 
amino) cyclohexanecarboxamide; 
5 cis-4-{[4Kdimethylamino)-5-memylpyrimidin-2-yl]amino}-N-{(lS)-l-[4- 
(trifluoromethoxy)phenyl] ethyl } cyclohexanecarboxamide; 

c i s -4_{ [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} -N-[( 1 R)- 1 -(2-fluorophenyl)- 
ethyl]cyclohexanecarboxamide; 

cis-N-{(lS)4-[3,5-bis(trifluoromethyl)phenyl]ethyl}-4-{[4-(dimethylamino)-5- 
1 0 methylpyrimidin-2-yl] amino} cyclohexanecarboxamide; 

4-{ [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N- {(1 S)-l -[3-(trifluoromethyl)- 
phenyl]ethyl}cyclohexanecarboxamide; 

4-{[4-(dimemylamino)-5-methylpyrimidin-2-yl]ammo}-N-{(lS)-l-[2-(trifluoromethyl)- 
phenyl]ethyl}cyclohexanecarboxamide; 
15 cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-{(lR)-l-[4- 
(trifluoromethoxy)phenyl]ethyl}cyclohexanecarboxamide; 

cis-N-[(lS)-l-(4-chlorophenyl)ethyl]-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]- 
amino } cyclohexanecarboxamide; 

cis-N-[(lR)-l-(4-chlorophenyl)ethyl]-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]- 
20 amino} cyclohexanecarboxamide; 

cis-N-[l-(4-chlorophenyl)-l-methylethyl]-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]- 
amino} cyclohexanecarboxamide; and 

cis-N-{l-[3,5-bis(trifluoromethyl)phenyl]-l-methylethyl}-4-{[4-(dimethylamino)-5- 
methylpyrimidin-2-yl]amino}cyclohexanecarboxamide; 
25 or a pharmaceutical^/ acceptable salt, hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 

C j S -4-{[4-(dimethylamino)-6-methyIpyrimidin-2-yI]amino}-N-(3-iodobenzyl)- 
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cyclohexanecarboxamide; 

cis-N-(2,4-dichlorobenzyl)^-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohcxanccarboxamide; 

cis-N-(2,5-dichloroben2yl)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
5 cyclohexanecarboxamide; 

cis-4-{[4-(dimethyIammo)-6-methylpyrimidm-2-yl]aniino}-N-(4-methylbenzyl)- 
cyclohexanecarboxamide; 

cis-N-(3,5-dichloroben2yl)-4-{[4-(dimethylamiiio)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 
1 0 cis-N-(3,5-dimethoxyben2yl)-4-{ [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 

cyclohexanecarboxamide; 

cis-N-(3 -chlorobenzyl)-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} - 
cyclohexanecarboxamide; 

cis-N-[3,5-bis(trifluoromethyl)benzyl]-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]- 
1 5 amino} cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-6-memylpyirmiidin-2-yl]amino}-N-(3-methoxybenzyl)- 
cyclohexanecarboxamide; 

cis-N-(4-chlorobenzyl)-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} - 
cyclohexanecarboxamide; 
20 cis-N-(3,4-dichlorobenzyl)-4- { [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} - 

cyclohexanecarboxamide; 

cis-N-(2,5-difluorobenzyl)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 

cis-N-(2,3-difluorobenz>'l>4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
25 cyclohexanecarboxamide; 

cis-N-(4-bromo-2-fluorobenzyl)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 

cis-N-(2,4-difluorobenzyl)-4-{[4-(dimethylamino)-6-methyIpyrimidin-2-yl]amino}- 
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cyclohexanecarboxamide; 

cis-4-{t4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-(3-methyIbenzyO 
cyclohexanecarboxamide; 

cis-44[4-(dimethylamino)-6-methyIpyrimidin-2-yl]am 
5 cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lS)-l-(4-methylphenyl)- 
ethyljcyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lR)-l-(4-fluorophenyl)- 
ethyl]cyclohexanecarboxamide; 
10 cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lR)-l-(3-methoxyphenyl)- 
ethyl]cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lS)-l-(3-methoxyphenyl)- 
ethyljcyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-me%lpyrimidin-2-yl]amino}-N-[(lS)-l-(4-methoxyphenyl)- 
15 ethyl]cyclohexanecarboxamide; 

cis-N-[(lR)-l-(4-chlorophenyl)ethyl]-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]- 
amino} cyclohexanecarboxamide; 

cis-N-[l-(4-bromophenyl)ethyl]-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexanecarboxamide; 
20 cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lR)-l-(4-nitrophenyl)- 
ethyl]cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-(3-methoxyphenyl)- 
cyclohexanecarboxamide; 

cis-N-(3-chlorophenyl)-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
25 cyclohexanecarboxamide; 

cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl] amino } -N- [(1 S,2R)-2- 
phenylcyclopropyl]cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[4-(trifluoromethyl)phenyl]- 
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cyclohexanecarboxamide; 

cis-N-[(lS)4-(4-chlorophenyl)ethyl]-4-{[4<dimethylamino)-6-methylpyrimidin-2-yl]- 
amino} cyclohexanecarboxamide; 

cis-N-(3 5 4-difluorobenzyl)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}- 
5 cyclohexanecarboxamide; 

cis-4-{ [4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} -N-[( 1 S)-l -(4-methoxyphenyl)- 
ethyl] cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-[(lS)-l-(3-methoxyphenyl)- 
ethyl] cyclohexanecarboxamide; 
10 cis-N-[(lR)-l-(4-chlorophenyl)ethyl]-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]- 
amino } cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lS)-l-(l-naphthyl)ethyl]- 
cyclohexanecarboxamide; 

cis-N-[(lS)-l-(4-bromophenyl)ethyl]^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]- 
15 amino}cyclohexanecarboxamide; 

cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl] amino} -N- { ( 1 S)- 1 - [4- 
(trifluoromethoxy)phenyl] ethyl} cyclohexanecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(lR)-l-(2-fluorophenyl)- 
ethyljcyclohexanecarboxamide; 
20 cis-N-{(lS)-l-[3,5-bis(trifluoromethyl)phenyl]ethyl}-4-{[4-(dimethylamino)-5- 
methylpyrimidin-2-yl]amino}cyclohexanecarboxamide; 

4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-{(lS)-l-[3-(trifluoromethyl)- 
phenyl]ethyl}cyclohexanecarboxamide; 

4-{[4-(dimethylamino)-5-methyIpyrimidin-2-yl]amino}-N-{(lS)-l-[2-(trifluoromethyl)- 
25 phenyljethyl } cyclohexanecarboxamide; and 

cis-N-[(l R)-l -(4-chlorophenyl)ethyl]-4-{ [4-(dimethylamino)-5-methylpyrimidin-2-yl]- 
amino} cyclohexanecarboxamide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
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In some embodiments of the present invention, R] is selected from the group consisting of: 

(i) C,.i 6 alkyl, and 

Ci-ifi alkyl substituted by substituent(s) independently selected from the 
group consisting of: 
•carbocyclic aryl, 

°carbocyclic aryl substituted by substituent(s) independently selected from 
the group consisting of: 

••halogen, 

••C]. 5 alkyl, and 

"Ci-5 alkyl substituted by halogen, 

(ii) C3.12 cycloalkyl, and 

C3.12 cycloalkyl substituted by substituent(s) independently selected from the 

group consisting of: 

•carbocyclic aryl, and 

•carbocyclic aryl substituted by halogen, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of: 



•Cho alkyl, 

•Cj.io alkyl substituted by halogen, 
•C1-9 alkoxy, 

•Ci_ 9 alkoxy substituted by substituent(s) independently selected from the 
group consisting of: 

—halogen, and 
"■•carbocyclic aryl, 
• L is Formula (VII); 
Y is -C(0)NR 5 -; 
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R 2 is -N(R 2a )(R 2 b) wherein R 2a is hydrogen or Ci_ 5 alkyl and R 2b is C M alkyl; 
wherein carbocyclic aryl is phenyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
5 In some embodiments of the present invention, p is 1 or 2 and each T is independently Ci_ 5 

alkyl; R 3 is hydrogen; &, is hydrogen or C M alkyl; A and B are both single bonds; R 5 is hydrogen: or 
a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
compound is selected from the group consisting of: 
1 0 N-(3 ,4-dimethoxyphenyl)-N'-(cis-4-{ [4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]- 

amino} cyclohexyl)urea; 

N-(3-chlorophenyl)-N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-N-methylurea; 

N-(3 ,4-dichlorophenyl)-N'-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl] amino } - 
15 cyclohexyl)-N-methylurea; 

]Sf.( c i s -4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-methyl-N-(3- 
methylphenyl)urea; 

N'-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-N-methyl-N-(4- 
methylphenyl)urea; 

20 N'-(cis-4-{ [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-N-(3- 

fluorophenyl)-N-methylurea; 

N'-(cis-4-{[4-(dmaethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-(4- 
fiuorophenyl)-N-methylurea; 

N-(4-chlorophenyl)-N'-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl] amino } - 
25 cyclohexyl)-N-methylurea; 

N<3 5 4-difluorophenyl)-N'-(cis-4-{[4-(dimemylammo)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-N-methylurea; 

NL(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-(3- 
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methoxyphenyl)-N-methylurea; 

N'-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-N-(4- 
methoxyphenyl)-N-methylurea; 

N- { 1 -[3,5-bis(trifluoromethyl)phenyl]- 1 -methylethyl} -N'-(cis-4- { [4-(dimethylamino)-5- 
5 methylpyrimidin-2-yl]arnino} cyclohexyl)urea; 

N-[l-(4-chlorophenyl)-l-methylet}iyl]-N'-(cis-4-{[4-(dimethylamino)-5-methylp>rimidin-2- 
yljamino} cyclohexyl)urea; 

N-[ 1 -(4-chlorophenyl)- 1 -methylethyl]-N'-(cis-4- { [4-(dimethyIamino)-6-methy lpyrimidin-2- 
yl]amino}cyclohexyl)urea; 
10 N-[ 1 -(4-chlorophenyl)- 1 -methylethyl]-N'-(cis-4- { [4-(dimethylamino)-5 -methylpyrimidin-2- 

yl]amino}cyclohexyl)-N-methylurea; 

N-[ 1 -(4-chlorophenyl)- 1 -methylethyl]-N'-(cis-4- { [4-(dimethylamino)-6-methylpyrimidin-2- 
yl]amino}cyclohexyl)-N-methylurea; 

N-[l-(4-chlorophenyl)cyclopropyl]-N'-(cis-4-{[4-(dimethylarnino)-5-methylpyrimidin-2^^^^ 
1 5 amino } cyclohexyl)-N-methylurea; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]arnino}cyclohexyl)-N'-(2- 
methoxyphenyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5-methyIpyrimidin-2-yl]amino}cyclohexyl)-N'-(3- 
methoxyphenyl)urea; 

20 N-(3,4-dimethoxyphenyl)-N'-(cis-4-{[4-(dimethyIamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)urea; 

N-(cis-4- { [4-(dimethylamino)-5-methylpyriniidin-2-yl]amino} cyclohexyl)-N'-(4- 
fluorophenyl)urea; 

N-(3,4-difluorophenyl)-N'-(cis-4-{[4-(dimethylamino)-5-rnethylpyrimidin-2-yl]amino}- 
25 cyclohexyl)urea: 

N-(cis-4- { [4-(dimethylamino>5-methylpyrimidin-2-yl]amino} cyclohexyl)-N'-[2- 
(trifluoromethoxy)phenyl]urea; 

N-(4-chlorophenyl)-N'-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino } - 
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cyclohexyl)urea; 

N-[3,5-bis(trifluorometliy])phenyl]-NHcis^-{[4<dimethylamino)-5-methylpyrirnidin-2-yl]- 

amino } cyclohexyl)urea; 

N-(4-bromophenyl)-N , -(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
5 cyclohexyl)urea; 

N-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyI)-N'-(2- 
raethylphenyl)urea; 

N-ben^l->F-(cis-4-{[4^dime% 

N-[2-chloro-6-(trifluoromethyl)phenyl]-N'-(cis-4-{[4-(dimethylamino)-5-methylpyrim 
10 2-yl]amino}cyclohexyl)urea; 

N-(cis-4-{[4-(dime%lamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N , -(2,4,6- 
trichlorophenyl)urea; 

N-(2,4-dichlorophenyl)-N4cis-4-{[4^dimethylamino)-5-methylpyrimidin-2-yl]a^ 
cyclohexyl)-N-methylurea; 
1 5 N'-(cis-4-{ [4-(dimethylamino)-5-methylpyrimidin-2-y]]amino}cyclohexyl)-N-methyl-N-[2- 

(trifluoromethoxy)phenyl]urea; 

N-(4-chlorophenyl)-N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-N-ethylurea; 

N43>bis(trifluoromethyI)phenyl]^ 
20 yl]amino} cyclohexyl)-N-ethylurea; 

N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-(2- 
fluorophenyl)-N-methylurea; 

N'-(cis4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-ethyl-N-[2- 
(trifluoromethoxy)phenyl]urea; 
25 N'-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-N-ethyl-N- 

phenylurea; 

N , -(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-ethyl-N-(3- 
methylphenyl)urea; and 
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l-(2,3-dichloro-phenyl)-3-[cis-4-(4-dunethylamino-5-methyl-pyrimidin-2-ylamino)- 
cyclohexylmethy]]-urea; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments, compounds of the present invention are of Formula (I) wherein the 
5 compound is selected from the group consisting of: 

N-(3 3 4-dimethoxyphenyl>N'-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]- 
amino} cyclohexyl)urea; 

N-(3-chlorophenyl)-N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-N-methylurea; 

10 N-(3,4-dichlorophenyl)-N'-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-N-methylurea; 

N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-methyl-N-(3- 
methylphenyl)urea; 

N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyc]ohexyl)-N-methyl-N-(4- 
15 methylphenyl)urea; 

N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-(3- 
fluorophenyl)-N-methylurea; 

N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-(4- 
fluorophenyl)-N-methylurea; 

20 N<4-chlorophenyl)-N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-N-metliylurea; 

N-(3,4-difluorophenyl)-NHcis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-N-methylurea; 

N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-(3- 
25 methoxyphenyl)-N-methylurea; 

N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-(4- 
methoxyphenyl)-N-methylurea; 

N-[l-(4-chlorophenyl)-l-methylethyl]-N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2- 
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yljamino} cyclohexyl)urea; 

N41-(4-chlorophenyl)-l-methyle%l]-NHcis-4-{[4-(dimethylamino)-6-methylpyrimidin 
yljamino) cyclohexyl)urea; 

N-[l<4-chlorophenyl)-l-methyie%l]-NHcis^-{[4-(dimethylamino)-5-meth)'lpyrimidin-2- 
5 yl] amino } cyclohexyl)-N-methylurea; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N'-(4- 
fluorophenyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N'-[2- 
(trifluoromethoxy)phenyl] urea; 
10 N-(4-bromophenyl)-N'^cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N'-(2- 
methylphenyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidm-2-yl]amino}cyclohexyl)--N'-(2,4,6- 
15 trichlorophenyl)urea; 

N-(2,4-dichlorophenyl)-N'-(cis-4-{[4-(dime%lamino)-5-methylpyrimidin-2-yl]amino}- 
cyclohexyl)-N-methylurea; 

N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-methyl-N-[2- 
(trifluoromethoxy)phenyl]urea; 
20 N-(4-chlorophenyl)-N'-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]aiiiino}- 
cyclohexyl)-N-ethylurea; 

N-[3,5-bis(trifluoromethyl)phenyl]-N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2- 
yl]amino}cyclohexyl)-N-ethylurea; 

N'-(cis-4- { [4-(dimcthylamino)-5 -methylpyrimidin-2-yl] amino} cyclohexyl)-N-ethyl-N- 
25 phenylurea; 

N'-(cis-4- { [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} cyclohexyl)-N-ethyl-N-(3 - 
methylphenyl)urea; and 

l-(2,3-dichloro-phenyl)-3-[cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)- 
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cyclohexylmethyl] -urea; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 
heterocyclyl, and 

5 heterocyclyl substituted by substituent(s) independently selected from the 

group consisting of: 
•carbocyclic aryloxy, 

"carbocyclic aryloxy substituted by substituent(s) independently selected 
from the group consisting of: 
10 -halogen, and 

••Ci.5 alkoxy, 
L is Formula (X) or (XI); 
Y is -C(0>; 

R 2 is -N(R 2a )(R 2b ) wherein R 2a is C M alkyl and R 2b is Q.s alkyl; 
1 5 wherein carbocyclic aryl is phenyl; 

heterocyclyl is pyridyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, p is 1 and T is Q.s alkyl; R 3 and R4 are both 
20 hydrogen; A is a single bond and B is -CH 2 -; or a pharmaceutically acceptable salt, hydrate, or solvate 
thereof. 

In some embodiments of the present invention, Ri is selected from the group consisting of: 
(i) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the 
25 group consisting of: 

"halogen, 
•Ci_io alkyl, and 

•Cmo alkyl substituted by halogen, 
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(ii) heterocyclyl, 
L is Formula (VII); and 

Y is -S(0) 2 -; 

R 2 is -N(R 2a )(R 2 b) wherein R 2a is C,. 5 alkyl and R 2b is C,. 5 alkyl; 
5 wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is furyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
In some embodiments of the present invention, p is 1 and T is C]„ 5 alkyl; R 3 and Rt are both 
10 hydrogen, and A and B are both single bonds; or a pharmaceutically acceptable salt, hydrate, or 
solvate thereof. 

In some embodiments, a compound of the present invention is: 
4-chloro-N-(cis-4- { [4-(dimethylamino>5-methylpyrimidin-2-yl]amino> cyclohexyl)- 
benzenesulfonamide; 
15 or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

In some embodiments of the present invention, wherein Rj is selected from hydrogen, 
-COi'Bu, or -C0 2 Bn (Bn is a benzyl group); 

R 2 is selected from the group consisting of: 

hydrogen, halogen, hydroxy, carboxy, carbamoyl, amino, Q.s alkyl, Ci- 5 
20 alkyl substituted by halogen, C]. 5 alkyl substituted by hydroxy, C]. 5 alkyl substituted 

by carboxy, C w alkyl substituted by carbamoyl, Ci_ 5 alkoxy, Cu alkoxy substituted 
by halogen, -N(R 2a )(R 2 b); 

wherein R 2a is hydrogen or C U s alkyl and R 2b is Cu 5 alkyl, C 3 . 6 cycloalkyl, or C,. 5 alkyl 
substituted by substituent(s) independently selected from the group consisting of: 
25 'halogen, 

^hydroxy, 

•carboxy, 

•carbamoyl, 
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•C]_ 5 alkoxy, 
°amino, 

°C 3 . 6 cycloalkyl, 
or R 2 is methylamino or dimethylamino when Q is Formula (II); 
5 Each T is independently selected from the group consisting of halogen, hydroxy, 

carboxy, carbamoyl, amino, cyano, nitro, C]. 5 alky], Ci_ 5 alkyl substituted by halogen, 
C,.5 alkyl substituted by hydroxy, C1.5 alkyl substituted by carboxy, Ci_ 5 alkyl 
substituted by carbamoyl, C 2 . s alkenyl, C 2 . 5 alkynyl, C 3 -e cycloalkyl, C M alkoxy, C U5 
alkoxy substituted by halogen, carbocyclic aryl, heterocyclyl, and -N(R 2a )(R2b); 
10 p is 0, 1,2, 3, 4 or 5; 

L is selected from the group consisting of Formula (VH), (X), (XI), (XV), (XVIII), or 
(XIX): wherein R 3 and R, are independently hydrogen or Ci_ 5 alkyl; and A and B are 
independently a single bond or -CH 2 -; and 
Y is a single bond; 

15 or a pharmaceutical^/ acceptable salt, hydrate, or solvate thereof. 

One aspect of the present invention pertains to pharmaceutical compositions comprising at 
least one compound, as described herein, in combination with a pharmaceutical^ acceptable carrier. 

One aspect of the present invention pertains to methods for the prophylaxis or treatment of 
improving memory function, sleeping and arousal, anxiety, depression, mood disorders, seizure, 
20 obesity, diabetes, appetite and eating disorders, cardiovascular disease, hypertension, dyslipidemia, 
myocardial infarction, binge eating disorders including bulimia, anorexia, mental disorders including 
manic depression, schizophrenia, delirium, dementia, stress, cognitive disorders, attention deficit 
disorder, substance abuse disorders and dyskinesias including Parkinson's disease, epilepsy, and 
addiction comprising administering to an individual suffering from the condition a therapeutically 
25 effective amount of a compound, as described herein, or a pharmaceutical composition thereof. 

One aspect of the present invention pertains to methods for the prophylaxis or treatment of an 
eating disorder^ obesity or an obesity related disorder comprising administering to an individual 
suffering from the condition a therapeutically effective amount of a compound, as described herein, 
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or a pharmaceutical composition thereof. 

One aspect of the present invention pertains to methods for the prophylaxis or treatment of 
anxiety, depression, schizophrenia, addiction, or epilepsy comprising administering to an individual 
suffering from the condition a therapeutically effective amount of a compound, as described herein, 
5 or a pharmaceutical composition. 

One aspect of the present invention pertains to compounds of the present invention, as 
described herein, or a pharmaceutical composition thereof, for use in a method of treatment of the 
human or animal body by therapy. 

One aspect of the present invention pertains to compounds of the present invention, as 
1 0 described herein, or a pharmaceutical composition thereof, for use in a method of prophylaxis or 
treatment of an eating disorder, obesity or an obesity related disorder of the human or animal body by 
therapy. 

One aspect of the present invention pertains to compounds of the present invention, as 
described herein, or a pharmaceutical composition thereof, for use in a method of prophylaxis or 
1 5 treatment of anxiety, depression, schizophrenia, addiction, or epilepsy of the human or animal body 
by therapy. 

One aspect of the present invention pertains to compounds of the present invention, as 
described herein, for the manufacture of a medicament for use in the prophylaxis or treatment of an 
eating disorder, obesity or obesity related disorders. 
20 One aspect of the present invention pertains to compounds of the present invention, as 

described herein, for the manufacture of a medicament for use in the prophylaxis or treatment of 
anxiety, depression, schizophrenia, addiction, or epilepsy. 

One aspect of the present invention pertains to methods of decreasing food intake of an 
individual comprising administering to the individual a therapeutically effective amount of a 
25 compound, as described herein, or a pharmaceutical composition thereof. 

One aspect of the present invention pertains to methods of inducing satiety in an individual 
comprising administering to said individual a therapeutically effective amount of a compound, as 
described herein, or a pharmaceutical composition thereof. 
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One aspect of the present invention pertains to methods of controlling or reducing weight gain 
in an individual comprising administering to said individual a therapeutically effective amount of a 
compound, as described herein, or a pharmaceutical composition thereof. 

One aspect of the present invention pertains to methods of modulating a MCH receptor in an 
5 individual comprising contacting the receptor with a compound, as described herein. In some 
embodiments, the compound is an antagonist. In some embodiments, the modulation of the MCH 
receptor is for the prophylaxis or treatment of an eating disorder, obesity or obesity related disorder. 
In some embodiments, the modulation of the MCH receptor reduces food intake of the individual. In 
some embodiments, the modulation of the MCH receptor induces satiety in the individual. In some 
1 0 embodiments, the modulation of the MCH receptor controls or reduces weight gain of the individual. 
In some embodiments, the modulation of the MCH receptor is for prophylaxis or treatment of anxiety, 
depression, schizophrenia, addiction, or epilepsy. 

In some embodiments, the individual is a mammal. 

In some embodiments, the mammal is a human. 
15 In some embodiments, the human has a body mass index of about 1 8.5 to about 45. In some 

embodiments, the human has a body mass index of about 25 to about 45. In some embodiments, the 
human has a body mass index of about 30 to about 45. In some embodiments, the human has a body 
mass index of about 35 to about 45. 

One aspect of the present invention pertains to methods of producing a pharmaceutical 
20 composition comprising admixing a compound, as described herein, and a phannaceutically 
acceptable carrier. 

One aspect of the present invention pertains to methods for the prophylaxis or treatment of 
improving memory function, sleeping and arousal, anxiety, depression, mood disorders, seizure, 
obesity, diabetes, appetite and eating disorders, cardiovascular disease, hypertension, dyslipidemia, 
25 myocardial infarction, binge eating disorders including bulimia, anorexia, mental disorders including 
manic depression, schizophrenia, delirium, dementia, stress, cognitive disorders, attention deficit 
disorder, substance abuse disorders and dyskinesias including Parkinson's disease, epilepsy, and 
addiction in mammals in need of such treatment comprising administering to the mammal a 
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therapeutically effective amount of a compound, as described herein, or pharmaceutical composition 
thereof. 

One embodiment of the invention includes any compound of the invention which selectively 
binds an MCH receptor, such selective binding is preferably demonstrated by a Ki for one or more 
5 other GPCR(s), preferably NPY, being at least 1 0-fold greater than the Ki for any particular MCH 
receptor, preferable MCHR1 . 

As used herein, the term "alkyl" is intended to denote hydrocarbon compounds including 
straight chain and branched chain, including for example but not limited to methyl, ethyl, n-propyl, 
isopropyl, n-butyl, sec-butyl, tert-butyl, n-pentyl, isopentyl, tert-pentyl, n-hexyl, and the like. 
1 0 The term "alkoxy" is intended to denote substituents of the formula -O-alkyl. 

At various places in the present specification substituents of compounds of the invention are 
disclosed in groups. It is specifically intended that the invention include each and every individual 
subcombination of the members of such groups. 

G-protein coupled receptors (GPCRs) represent a major class of cell surface receptors with 
1 5 which many neurotransmitters interact to mediate their effects. GPCRs are predicted to have seven 
membrane-spanning domains and are coupled to their effectors via G-proteins linking receptor 
activation with intracellular biochemical sequelae such as stimulation of adenylyl cyclase. Melanin 
Concentrating Hormone (MCH), a cyclic peptide, has been identified as the endogenous ligand of the 
orphan G-protein coupled receptor SLC-1. See, for example, Shimomura et al., Biochem. Biophys. 
20 Res. Commun. 261, 622-26 (1999). Studies have indicated that MCH acts as a 
neurotransmitter/modulator/regulatorto alter a number of behavioral responses. 

Mammalian MCH (19 amino acids) is highly conserved between rat, mouse, and human, 
exhibiting 1 00% amino acid identity, but its physiological roles are less clear. MCH has been reported 
to participate in a variety of processes including feeding, water balance, energy metabolism, general 
25 arousal/attention state, memory and cognitive functions, and psychiatric disorders. For reviews, see 
1. Baker, Int. Rev. Cytol. 126:1-47(1991); 2. Baker, TEM 5:120-126 (1994); 3. Nahon, Critical Rev. 
inNeurobiol 221:221-262, (1994); 4. Knigge et al., Peptides 18(7): 1095-1 097, (1996). The role of 
MCH in feeding or body weight regulation is supported by Qu et al, Nature 380:243-247, (1996), 
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demonstrating that MCH is over expressed in the hypothalamus of ob/oh mice compared with 
ob/+mice, and that fasting further increased MCH mRNA in both obese and normal mice during 
fasting. MCH also stimulated feeding in normal rats when injected into the lateral ventricles as 
reported by Rossi et al., Endocrinology 138:351-355, (1997). MCH also has been reported to 
5 functionally antagonize the behavioral effects of a-MSH; see: Miller et al., Peptides 14:1-10, (1993); 
Gonzalez et al, Peptides 17:171-177, (1996); and Sanchez et al., Peptides 18:3933-396, (1997). In 
addition, stress has been shown to increase POMC mRNA levels while decreasing the MCH precursor 
preproMCH (ppMCH) mRNA levels; Presse et al., Endocrinology 131:1241-1250, (1992). Thus 
MCH can serve as an integrative neuropeptide involved in the reaction to stress, as well as in the 

1 0 regulation of feeding and sexual activity; Baker, Int. Rev. Cytol. 126:1-47, (1991); Knigge et al., 
Peptides 17:1063-1073, (1996). 

The localization and biological activities of MCH peptide suggest that the modulation of 
MCH receptor activity can be useful in a number of therapeutic applications. MCH is expressed in the 
lateral hypothalamus, a brain area implicated in the regulation of thirst and hunger: Grillon et al., 

1 5 Neuropeptides 3 1 : 1 3 1 - 1 3 6, (1 997); recently orexins A and B, which are potent orexigenic agents, 
have been shown to have very similar localization to MCH in the lateral hypothalamus; Sakurai et al., 
Cell 92:573-585 (1998). MCH mRNA levels in this brain region are increased in rats after 24 hours 
of food-deprivation; Herve and Fellmann, Neurpeptides 31:237-242 (1997); after insulin injection, a 
significant increase in the abundance and staining intensity of MCH immunoreactive perikarya and 

20 fibres was observed concurrent with a significant increase in the level of MCH mRNA; 

Bahjaoui-Bouhaddi et al., Neuropeptides 24:251-258, (1994). Consistent with the ability of MCH to 
stimulate feeding in rats; Rossi et al., Endocrinology 138:351-355, (1997); is the observation that 
MCH mRNA levels are upregulated in the hypothalami of obese ob/ob mice; Qu et al., Nature 
380:243-247, (1996); and decreased in the hypothalami of rats treated with leptin, whose food intake 

25 and body weight gains are also decreased; Sahu, Endocrinology 139:795-798, (1998). MCH appears 
to act as a functional antagonist of the melanocortin system in its effects on food intake and on 
hormone secretion within the HPA (hypothalamopituitary/adrenal axis); Ludwig et al., Am. J. Physiol. 
Endocrinol. Metab. 274:E627-E633, (1998). Together these data suggest a role for endogenous MCH 
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in the regulation of energy balance and response to stress, and provide a rationale for the development 
of specific compounds acting at MCH receptors for use in the treatment of obesity and stress-related 
disorders. 

Accordingly, a MCH receptor antagonist is desirable for the prophylaxis or treatment of 
5 obesity or obesity related disorders. An obesity related disorder is a disorder that has been directly or 
indirectly associated to obesity, such as, type U diabetes, syndrome X, impaired glucose tolerance, 
dyslipidaemia, hypertension, coronary heart disease and other cardiovascular disorders including 
atherosclerosis, insulin resistance associated with obesity and psoriasis, for treating diabetic 
complications and other diseases such as polycystic ovarian syndrome (PCOS), certain renal diseases 
1 0 including diabetic nephropathy, glomerulonephritis, glomerular sclerosis, nephrotic syndrome, 

hypertensive nephrosclerosis, end-stage renal diseases and microalbuminuria as well as certain eating 
disorders. 

In species studied to date, a major portion of the neurons of the MCH cell group occupies a 
rather constant location in those areas of the lateral hypothalamus and subthalamus where they lie and 

1 5 can be a part of some of the so-called "extrapyramidal" motor circuits. These involve substantial 
striate- and pallidofugal pathways involving the thalamus and cerebral cortex, hypothalamic areas, 
and reciprocal connections to subthalamic nucleus, substantia nigra, and mid-brain centers; 
Bittencourt et al., J. Comp. Neurol. 319:218-245, (1992). In their location, the MCH cell group may 
offer a bridge or mechanism for expressing hypothalamic visceral activity with appropriate and 

20 coordinated motor activity. Clinically it can be of some value to consider the involvement of this 
MCH system in movement disorders, such as Parkinson's disease and Huntingdon's Chorea in which 
extrapyramidal circuits are known to be involved. 

Human genetic linkage studies have located authentic hMCH loci on chromosome 12 
(12q23-24) and the variant hMCH loci on chromosome 5 (5ql2-13) (Pedeutour et al., 1994). Locus 

25 1 2q23-24 coincides with a locus to which autosomal dominant cerebellar ataxia type II (SCA2) has 
been mapped; Auburger et al., Cytogenet. Cell. Genet. 61:252-256, (1992); Twells et al., Cytogenet. 
Cell. Genet. 61:262-265, (1992). This disease comprises neurodegenerative disorders, including an 
olivopontocerebellar atrophy. Furthermore, the gene for Darier's disease, has been mapped to locus 
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12q23-24; Craddock et al., Hum. Mol. Genet. 2:1941-1943, (1993). Dariers' disease is characterized 
by abnormalities I keratinocyte adhesion and mental illnesses in some families. In view of the 
functional and neuroanatomical patterns of the MCH neural system in the rat and human brains, the 
MCH gene can represent a good candidate for SCA2 or Darier's disease. Interestingly, diseases with 
5 high social impact have been mapped to this locus. Indeed, the gene responsible for chronic or acute 
forms of spinal muscular atrophies has been assigned to chromosome 5ql2-13 using genetic linkage 
analysis; Melki et al., Nature (London) 344:767-768, (1990); Westbrook et al., Cytogenet Cell. Genet. 
61:225-231, (1 992). Furthermore, independent lines of evidence support the assignment of a major 
schizophrenia locus to chromosome 5ql 1.2-13.3; Sherrington etal, Nature (London) 336:164-167, 
10 (1988); Bassett et al., Lancet 1:799-801, (1988); Gilliam et al., Genomics 5:940-944, (1989). The 
above studies suggest that MCH can play a role in neurodegenerative diseases and disorders of 
emotion. 

Additional therapeutic applications for MCH-related compounds are suggested by the 
observed effects of MCH in other biological systems. For example, MCH can regulate reproductive 

1 5 functions in male and female rats. MCH transcripts and MCH peptide were found within germ cells 
in testes of adult rats, suggesting that MCH can participate in stem cell renewal and/or differentiation 
of early spermatocytes; Hervieu et al., Biology of Reduction 54:1 161-1 172, (1996). MCH injected 
directly into the medial preoptic area (MPOA) or ventromedial nucleus (VMN) stimulated sexual 
activity in female rats; Gonzalez et al., Peptides 17:171-177, (1996). In ovariectomized rats primed 

20 with estradiol, MCH stimulated luteinizing hormone (LH) release while anti-MCH antiserum 

inhibited LH release; Gonzalez et al., Neuroendocrinology 66:254-262, (1997). The zona incerta, 
which contains a large population of MCH cell bodies, has previously been identified as a regulatory 
site for the pre-ovulatory LH surge; MacKenzie et al, Neuroendocrinology 39:289-295, (1984). 
MCH has been reported to influence release of pituitary hormones including ACTH and oxytocin. 

25 MCH analogues can also be useful in treating epilepsy. In the PTZ seizure model, injection of MCH 
prior to seizure induction prevented seizure activity in both rats and guinea pigs, suggesting that 
MCH-containing neurons can participate in the neural circuitry underlying PTZ-induced seizure; 
Knigge and Wagner, Peptides 18:1 095-1 097, (1997). MCH has also been observed to affect 
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behavioral correlates of cognitive functions. MCH treatment hastened extinction of the passive 
avoidance response in rats; McBride et al., Peptides 15:757-759, (1994); raising the possibility that 
MCH receptor antagonists can be beneficial for memory storage and/or retention. A possible role for 
MCH in the modulation or perception of pain is supported by the dense innervation of the 
5 periaqueductal grey (PAG) by MCH-positive fibers. Finally, MCH can participate in the regulation 
of fluid intake. ICV infusion of MCH in conscious sheep produced diuretic, natriuretic, and kaliuretic 
changes in response to increased plasma volume; Parkes, J. Neuroendocrinol. 8:57-63, (1996). 
Together with anatomical data reporting the presence of MCH in fluid regulatory areas of the brain, 
the results indicate that MCH can be an important peptide involved in the central control of fluid 

10 homeostasis in mammals. 

In a recent citation MCHR1 antagonists surprisingly demonstrated their use as an 
anti-depressants and/or anti-anxiety agents. MCHR1 antagonists have been reported to show 
antidepressant and anxiolytic activities in rodent models, such as, social interaction, forced swimming 
test and ultrasonic vocalization. Therefore, MCHR1 antagonists could be useful to independently 

1 5 treat subjects with depression and/or anxiety. Also, MCHR1 antagonists could be useful to treat 
subjects that suffer from depression and/or anxiety and obesity. 

This invention provides a method of treating an abnormality in a subject wherein the 
abnormality is alleviated by decreasing the activity of a mammalian MCH1 receptor which comprises 
administering to the subject an amount of a compound which is a mammalian MCH1 receptor 

20 antagonist effective to treat the abnormality. In separate embodiments, the abnormality is a regulation 
of a steroid or pituitary hormone disorder, an epinephrine release disorder, an anxiety disorder, genta 
gastrointestinal disorder, a cardiovascular disorder, an electrolyte balance disorder, hypertension, 
diabetes, a respiratory disorder, asthma, a reproductive function disorder, an immune disorder, an 
endocrine disorder, a musculoskeletal disorder, a neuroendocrine disorder, a cognitive disorder, a 

25 memory disorder, a sensory modulation and transmission disorder, a motor coordination disorder, a 
sensory integration disorder, a motor integration disorder, a dopaminergic function disorder, a sensory 
transmission disorder, an olfaction disorder, a sympathetic innervation disorder, an affective disorder, 
a stress-related disorder, a fluid-balance disorder, a seizure disorder, pain, psychotic behavior, 
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morphine tolerance, opiate addiction or migraine. 

Compositions of the invention can conveniently be administered in unit dosage form and can 
be prepared by any of the methods well known in the pharmaceutical art, for example, as described in 
Remington's Pharmaceutical Sciences (Mack Pub. Co., Easton, PA, 1980). 
5 The compounds of the invention can be employed as the sole active agent in a pharmaceutical 

or can be used in combination with other active ingredients which could facilitate the therapeutic 
effect of the compound. 

Compounds of the present invention or a solvate or physiologically functional derivative 
thereof can be used as active ingredients in pharmaceutical compositions, specifically as a MCH 

10 receptor antagonists. By the term "active ingredient" is defined in the context of a "pharmaceutical 
composition" and shall mean a component of a pharmaceutical composition that provides the primary 
pharmaceutical benefit, as opposed to an "inactive ingredient" which would generally be recognized 
as providing no pharmaceutical benefit. The term "pharmaceutical composition" shall mean a 
composition comprising at one active ingredient and at least one ingredient that is not an active 

1 5 ingredient (for example and not limitation, a filler, dye, or a mechanism for slow release), whereby the 
composition is amenable to use for a specified, efficacious outcome in a mammal (for example, and 
not limitation, a human). 

Pharmaceutical compositions, including, but not limited to, pharmaceutical compositions, 
comprising at least one compound of the present invention and/or an acceptable salt or solvate thereof 

20 {e.g., a pharmaceutically acceptable salt or solvate) as an active ingredient combined with at least one 
carrier or excipient {e.g., pharmaceutical carrier or excipient) can be used in the treatment of clinical 
conditions for which a MCH receptor antagonist is indicated. At least one compound of the present 
invention can be combined with the carrier in either solid or liquid form in a unit dose formulation. 
The pharmaceutical carrier must be compatible with the other ingredients in the composition and must 

25 be tolerated by the individual recipient. Other physiologically active ingredients can be incorporated 
into the pharmaceutical composition of the invention if desired, and if such ingredients are compatible 
with the other ingredients in the composition. Formulations can be prepared by any suitable method, 
typically by uniformly mixing the active compound(s) with liquids or finely divided solid carriers, or 
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both, in the required proportions, and then, if necessary, forming the resulting mixture into a desired 
shape. 

Conventional excipients, such as binding agents, fillers, acceptable wetting agents, tabletting 
lubricants, and disintegrants can be used in tablets and capsules for oral administration. Liquid 
5 preparations for oral administration can be in the form of solutions, emulsions, aqueous or oily- 
suspensions, and syrups. Alternatively, the oral preparations can be in the form of dry powder that can 
be reconstituted with water or another suitable liquid vehicle before use. Additional additives such as 
suspending or emulsifying agents, non-aqueous vehicles (including edible oils), preservatives, and 
flavorings and colorants can be added to the liquid preparations. Parenteral dosage forms can be 

1 0 prepared by dissolving the compound of the invention in a suitable liquid vehicle and filter sterilizing 
the solution before filling and sealing an appropriate vial or ampoule. These are just a few examples 
of the many appropriate methods well known in the art for preparing dosage forms. 

It is noted that when the MCH receptor antagonists are utilized as active ingredients in a 
pharmaceutical composition, these are not intended for use only in humans, but in other non-human 

15 mammals as well. Indeed, recent advances in the area of animal health-care mandate that 
consideration be given for the use of MCH receptor antagonists for the treatment of obesity in 
domestic animals {e.g., cats and dogs), and MCH receptor antagonists in other domestic animals 
where no disease or disorder is evident {e.g., food-oriented animals such as cows, chickens, fish, etc.). 
Those of ordinary skill in the art are readily credited with understanding the utility of such compounds 

20 in such settings. 

Pharmaceutically acceptable salts of the compounds of the invention can be prepared by 
reacting the free acid or base forms of these compounds with the appropriate base or acid in water, in 
an organic solvent, or in a mixture of the two; generally, nonaqueous media like ether, ethyl acetate, 
ethanol, isopropanol, dioxane, or acetonitrile are preferred. For instance, when the compound (I) 
25 possesses an acidic functional group, it can form an inorganic salt such as an alkali metal salt (e.g., 
sodium salt, potassium salt, etc.). an alkaline earth metal salt (e.g. calcium salt, magnesium salt, 
barium salt, etc.), and an ammonium salt. When the compound (I) possesses a basic functional group, 
it can form an inorganic salt (e.g., hydrochloride, sulfate, phosphate, hydrobromate, etc.) or an organic 
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salt (e.g., acetate, maleate, fumarate, succinate, methanesulfonate, p-toluenesulfonate, citrate, tartrate, 
etc.). 

Other Utilities 

5 Another obj ect of the present invention relates to radiolabelled compounds of Formula (la) 

that would be useful not only in radio-imaging but also in assays, both in vitro and in vivo, for 
localizing and quantitating MCH in tissue samples, including human, and for identifying MCH 
ligands by inhibition binding of a radiolabelled compound. It is a further object of this invention to 
develop novel MCH assays of which comprise such radiolabelled compounds. 

1 0 Suitable radionuclides that can be incorporated in compounds of the present invention include 

but are not limited to 3 H (also written as T), n C, 14 C, 18 F, 125 1, 82 Br, 123 1, 124 1, 125 1, 131 1, 75 Br, 76 Br, 15 0, 
13 N, 35 S and 77 Br. The radionuclide that is incorporated in the instant radiolabelled compounds will 
depend on the specific application of that radiolabelled compound. Thus, for in vitro MCH labeling 
and competition assays, compounds that incorporate 3 H, 14 C, 125 1 , 131 1, 35 S or 82 Br will generally be 

1 5 most useful. For radio-imaging applications 1 1 C, 18 F, I25 1, 123 I, n \ 13I I, 75 Br, 76 Br or 77 Br will generally 
be most useful. 

It is understood that a "radio-labelled " or "labelled compound" is a compound of Formula 
(la) that has incorporated at least one radionuclide; in some embodiments the radionuclide is selected 
from the group consisting of 3 H, 14 C, I25 1 , 35 S and 82 Br; in some embodiments the radionuclide 3 H or 

20 14 C. Moreover, it should be understood that all of the atoms represented in the compounds of the 
invention can be either the most commonly occurring isotope of such atoms or the more scarce 
radio-isotope or nonradio-active isotope. 

Synthetic methods for incorporating radio-isotopes into organic compounds including those 
applicable to those compounds of the invention are well known in the art and include incorporating 

25 activity levels of tritium into target molecules include: A. Catalytic Reduction with Tritium Gas - 
This procedure normally yields high specific activity products and requires halogenated or unsaturated 
precursors. B. Reduction with Sodium Borohydride [ 3 H] - This procedure is rather inexpensive and 
requires precursors containing reducible functional groups such as aldehydes, ketones, lactones, esters, 



WO 2004/087669 



PCT/JP2004/004624 



302 

and the like. C. Reduction with Lithium Aluminum Hydride [ 3 H ] - This procedure offers products 
at almost theoretical specific activities. It also requires precursors containing reducible functional 
groups such as aldehydes, ketones, lactones, esters, and the like. D. Tritium Gas Exposure Labeling 
- This procedure involves exposing precursors containing exchangeable protons to tritium gas in the 
5 presence of a suitable catalyst. E. N-Methylation using Methyl Iodide [ 3 II] - This procedure is 
usually employed to prepare O-methyl or N-methyl ( 3 H) products by treating appropriate precursors 
with high specific activity methyl iodide ( 3 H). This method in general allows for high specific activity, 
such as about 80-87 Ci/mmol. 

Synthetic methods for incorporating activity levels of 125 I into target molecules include: A. 

10 Sandmeyer and like reactions - This procedure transforms an aryl or heteroaryl amine into a 

diazonium salt, such as a tetrafluoroborate salt, and subsequently to I25 I labelled compound using 
Na 125 I. A represented procedure was reported by Zhu, D.-G. and co-workers in J. Org. Chem. 2002, 
67, 943-948. B. Ortho 125 Iodination of phenols - This procedure allows for the incorporation of 125 I 
at the ortho position of a phenol as reported by Collier, T. L. and co-workers in J. Labelled Compd 

1 5 Radiopharm. 1999, 42, S264-S266. C. Aryl and heteroaryl bromide exchange with 125 I - This 
method is generally a two step process. The first step is the conversion of the aryl or heteroaryl 
bromide to the corresponding tri-alkyltin intermediate using for example, a Pd catalyzed reaction [i.e. 
Pd(Ph 3 P)4] or through an aryl or heteroaryl lithium, in the presence of a tri-alkyltinhalide or 
hexaalkylditin [e.g., (CH 3 ) 3 SnSn(CH3)3]. A represented procedure was reported by Bas, M.-D. and 

20 co-workers in J. Labelled Compd Radiopharm. 2001, 44, S280-S282. 

A radiolabeled MCH compound of Formula (I) can be used in a screening assay to 
identify/evaluate compounds. In general terms, a newly synthesized or identified compound (i.e., test 
compound) can be evaluated for its ability to reduce binding of the "radiolabelled compound of 
Formula (la)" to the MCH receptor. Accordingly, the ability of a test compound to compete with the 

25 "radio-labelled compound of Formula (la)" for the binding to the MCH receptor directly correlates to 
its binding affinity. 

The labelled compounds of the present invention bind to the MCH receptor. In one 
embodiment the labelled compound has an IC 50 less than about 500 uM, in another embodiment the 
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labelled compound has an IC 50 less than about 100 uM, in yet another embodiment the labelled 
compound has an IC 50 less than about 10 uM, in yet another embodiment the labelled compound has 
an IC 50 less than about 1 |iM, and in still yet another embodiment the labelled inhibitor has an IC 50 less 
than about 0.1 uM. 

5 

Preparation of Compound of Formula (I) - General synthetic methods 

The novel substituted quinolines, tetrahydroquinazolines, and pyrrolidines of the present 
invention can be readily prepared according to a variety of synthetic manipulations, all of which would 
be familiar to one skilled in the art. Preferred methods for the preparation of compounds of the present 

1 0 invention include, but are not limited to, those described in Scheme 1-24. 

The common intermediate (F) of the novel substituted quinolines can be prepared as shown in 
Scheme 1. Commercially available 2,4-dihydroxyquinoline (A) , wherein T and p is as defined above, 
is converted to 2,4-dihalo-quinoline (B) by a halogenating agent with or without a base (wherein X is 
halogen such as chloro, bromo, or iodo). The halogenating agent includes phosphorous oxychloride 

15 (POCl 3 ), phosphorous oxybromide (POBr 3 ), or phosphorus pentachloride (PC1 5 ). The base includes 
a tertiary amine (preferably AVV-diisopropylethylamine, etc.) or an aromatic amine (preferably 
iV,jV-dimethylaniline, etc.). Reaction temperature ranges from about 1 00°C to 200°C, preferably about 
140°Cto 180°C. 

The halogen of 4-position of 2,4-dihalo-quinoline (B) is selectively substituted by a primary 
20 or secondary amine (HNR 2a R2b ; wherein R 2a and R 2b are as defined above) with or without a base in 
an inert solvent to provide the corresponding 4-substitued amino adduct (C). The base includes an 
alkali metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 
hydroxide (preferably sodium hydroxide, etc.), or a tertiary amine (preferably 
A-diisopropylethylamine, triethylamine, or jV-methylmorpholine, etc.). The inert solvent includes 
25 lower alkyl alcohol solvents (preferably methanol, ethanol, 2-propanol, or butanol, etc.), ethereal 
solvents (preferably tetrahydrofuran or dioxane, etc.), or amide solvents (preferably 
A^iV-dimethylformamide or l-methyl-pyrrolidin-2-one, etc.). Reaction temperature ranges from about 
0°C to 200°C, preferably about 10°C to 150°C. 
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In turn, this is substituted by the mono-protected diamine (D) , wherein R 3 , R4, A, and B are 
as defined above and P is a protective group, with or without a base in an inert solvent to provide 
2,4-disubstituted amino quinoline (E). The base includes an alkali metal carbonate (preferably 
sodium carbonate or potassium carbonate, etc.), an alkali metal hydroxide (preferably sodium 
5 hydroxide, etc.), or a tertiary amine (preferably iVyV-diisopropylethylamine, triethylamine, or 
A-methylmorpholine, etc.). The inert solvent includes lower alkyl alcohol solvents (preferably 
methanol, ethanol, 2-propanol, or butanol, etc.) or amide solvents (preferably 

iVyV-dime%lformamide or l-methyl-pyrrolidin-2-one, etc.). Reaction temperature ranges from about 
50°C to 200°C, preferably about 80°Cto 1 50°C. Also this reaction can be carried out under microwave 
1 0 conditions. 

Representative protecting groups suitable for a wide variety of synthetic transformations are 
disclosed in Greene and Wuts, Protective Groups in Organic Synthesis, second edition, John Wiley 
& Sons, New York, 1991, the disclosure of which is incorporated herein by reference in its entirety. 
The deprotection of the protective group leads to the common intermediate (F) of the novel substituted 
15 quinolines. 
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Scheme 1 




The conversion of the common intermediate (F) to the novel substituted quinolines (G-K) of 
the present invention is outlined in Scheme 2. 

The amine (F) is reacted with a carboxylic acid (RiC0 2 H) and a dehydrating condensing 
agent in an inert solvent with or without a base to provide the novel amide (G) of the present invention. 
20 The dehydrating condensing agent includes dicyclohexylcarbodiimide (DCC), 
1 -ethyl-3 -(3-dimethylaminopropyl)carbodiimide hydrochloride (EDOHC1), 
bromo-tris-pyrrolidino-phosnium hexafluorophosphate (PyBroP), 

0- (7-azabenzotriazoI-l-yl)-l,l,3,34etramethyluronium hexafluorophosphate (HATU), or 

1- cyclohexyl-3-methylpoIystyrene-carbodiimide. The base includes a tertiary amine (preferably 
25 A^Af-diisopropylethylamine or triethylamine, etc.). The inert solvent includes lower halocarbon 

solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents 
(preferably tetrahydrofuran or dioxane), nitrile solvents (preferably acetonitrile, etc.), or amide 
solvents (preferably iV^V-dimethylformamide, etc.). In case of need, 1-hydroxybenzotriazole (HOBT), 
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HOBT-6-carboxaamidomethyl polystyrene, or l-hydroxy-7-azabenzotriazole (HO AT) can be used as 
a reactant agent. Reaction temperature ranges from about -20°C to 50°C, preferably about 0°C to 
40°C. 

Alternatively, the novel amide (G) of the present invention can be obtained by amidation 
5 reaction using an acid chloride (R)COCl) and a base in an inert solvent. The base includes an alkali 
metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 
hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably ^TV-diisopropylethylamine, triethylamine, or TV-methylmorpholine, etc.), or an aromatic 

10 amine (preferably pyridine, imidazole, poly-(4-vinylpyridine), etc.). The inert solvent includes lower 
halocarbon solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal 
solvents (preferably tetrahydrofuran or dioxane), amide solvents (preferably JV^-dimethylformamide, 
etc.), or aromatic solvents (preferably toluene or pyridine, etc.). Reaction temperature ranges from 
about -20°C to 50°C, preferably about 0°C to 40°C. 

1 5 The novel amide (G) of the present invention is reacted with a reducing agent in an inert 

solvent to provide the novel amine (H) of the present invention. The reducing agent includes alkali 
metal aluminum hydrides (preferably lithium aluminum hydride), alkali metal borohydrides 
(preferably lithium borohydride), alkali metal trialkoxyaluminum hydrides (preferably lithium 
tri-tert-butoxyaluminum hydride), dialkylaluminum hydrides (preferably di-isobutylaluminum 

20 hydride), borane, dialkylboranes (preferably di-isoamyl borane), alkali metal trialkylboron hydrides 
(preferably lithium triethylboron hydride). The inert solvent includes ethereal solvents (preferably 
tetrahydrofuran or dioxane) or aromatic solvents (preferably toluene, etc.). Reaction temperature 
ranges from about -78°C to 200°C, preferably about 50°C to 120°C. 

Alternatively, the novel amine (H) of the present invention can be obtained by reductive 

25 animation reaction using aldehyde (RjCHO) and a reducing agent in an inert solvent with or without 
an acid. The reducing agent includes sodium triacetoxyborohydride, sodium cyanoborohydride, 
sodium borohydride, or boran-pyridine complex, preferably sodium triacetoxyborohydride or sodium 
cyanoborohydride. The inert solvent includes lower alkyl alcohol solvents (preferably methanol or 
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ethanol, etc.), lower halocarbon solvents (preferably dichloromethane, dichloroethane, or chloroform, 
etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), or aromatic solvents (preferably 
toluene, etc.). The acid includes an inorganic acid (preferably hydrochloric acid or sulfuric acid) or 
an organic acid (preferably acetic acid). Reaction temperature ranges from about -20°C to 120°C, 
5 preferably about 0°C to 100°C. Also this reaction can be carried out under microwave conditions. 
The novel urea (I) of the present invention can be obtained by urea reaction using an 
isocyanate (R]NCO) in an inert solvent with or without a base. The base includes an alkali metal 
carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 
hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 

1 0 alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 

(preferably JVJV-diisopropylethylamine, triethylamine, or AT-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents 
(preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably 
tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar solvents 

1 5 (preferably JV,A/-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from 
about -20°C to 120°C, preferably about 0°C to 100°C. 

The amine (F) is reacted with a isothiocyanate (RjNCS) in an inert solvent with or without a 
base to provide the novel thiourea (J) of the present invention. The base includes an alkali metal 
carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 

20 hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably iVJV-diisopropylethylamine, triethylamine, or N-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents 
(preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably 

25 tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or amide solvents 
(preferably Af,iV-dimethylformamide, etc.). Reaction temperature ranges from about -20°C to 120°C, 
preferably about 0°C to 100°C. 

The novel urethane (K) of the present invention can be obtained by urethane reaction using 
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RiOCOX, wherein X is halogen such as chloro, bromo, or iodo, in an inert solvent with or without a 
base. The base includes an alkali metal carbonate (preferably sodium carbonate or potassium 
carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate or 
potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium 
5 hydroxide, etc.), a tertiary amine (preferably jV^-diisopropylethylamine, triethylamine, or 
A-methylmorpholine, etc.), or an aromatic amine (preferably pyridine, imidazole, or 
poly-(4-vinylpyridine), etc.). The inert solvent includes lower halocarbon solvents (preferably 
dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran 
or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar solvents (preferably 
1 0 iV,7V-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from about -20°C 
to 120°C, preferably about 0°C to 100°C. 
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Compounds of Formula (N) can be prepared as shown in Scheme 3. 
[4-(Benzyloxycarbonylamino-methyI)-cyciohexyI]-carbamic acid tert-batyl ester (L) is synthesized by 
the method which is described in WO 01/72710. The deprotection of Boc-group is achieved by an 
5 acid to give the amine (M). The coupling of the amine with quinoline core (C), which is synthesized 
as scheme 1, gives 2,4-disubstituted amino quinoline. The deprotection of Z-group is achieved by 
hydrogen reduction to give compounds of Formula (N). 
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Scheme 3 



H 2 i\f 




3) LiAIH 4 



BocHhT 




1)phthalimide, DEAD, PPh 3 
^OH 2) NH 2 NH 2 -H 2 0 



3) ZCl 



BocHNf 



XT' 




H 2 N' : 



•NHZ (C) 



coupling 



(T) Pv 




H 



NHZ 



(M) 



H 2 , Pd-C 



(T) p 




NH 2 



H 

(N) 



Compounds of Formula (P) can be prepared as shown in Scheme 4. The dicarboxylic acid of 
commercially available cz>cyclohexane-l,4-dicarboxylic acid is transformed to dibenzyl carbamate 
5 by curtius rearrangement. The deprotection of Z-group is achieved by hydrogen reduction to give the 
diamine. The mono-protection of the diamine can be achieved by the method described in Synthetic 
communications, 20, 2559-2564 (1990) to give the compound (O). The coupling of the amine with 
quinoline core (C), which is synthesized as scheme 1, gives 2,4-disubstituted amino quinoline. The 
deprotection of Boc-group is achieved by an acid to give the amine (P). 
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The common intermediate (V) of the novel substituted tetrahydroquinazolines can be 
prepared as shown in Scheme 5. Commercially available ethyl 2-cyclohexanonecarboxylate (Q) , 
wherein T and p is as defined above, is transformed to 2,4-dihydroxytetrahydroquinazoline (R) 
5 according to the method described in EP 0604920. 2,4-Dihydroxytetrahydroquinazolme (R) is 
converted to 2,4-dihalo-tetrahydroquinazoline (S) by a halogenating agent with or without a base 
(wherein X is halogen such as chloro, bromo, or iodo). The halogenating agent includes phosphorous 
oxychloride (POCl 3 ), phosphorous oxybromide (POBr 3 ), or phosphorus pentachloride (PC1 5 ). The 
base includes a tertiary amine (preferably AyV-diisopropylethylamine, etc.) or an aromatic amine 

1 0 (preferably iV,7V-dimethylaniline, etc.). Reaction temperature ranges from about 1 00°C to 200°C, 
preferably about 140°Cto I80°C. 

The halogen of 4-position of 2,4-dihalo-tetrahydroquinazoline (S) is selectively substituted by 
a primary or secondary amine (HNR 2a R2b, wherein R 2 a and R 2b are as defined above) with or without 
a base in an inert solvent to provide the corresponding 4-substitued amino adduct (T). The base 

1 5 includes an alkali metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an 
alkali metal hydroxide (preferably sodium hydroxide, etc.), or a tertiary amine (preferably 
N,A r -diisopropylethylamine, triethylamine, or iV-methylmorpholine, etc.). The inert solvent includes 
lower alkyl alcohol solvents (preferably methanol, ethanol, 2-propanol, or butanol, etc.), ethereal 
solvents (preferably tetrahydrofuran or dioxane, etc.), or amide solvents (preferably 
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AyV'-dimethylformamide or l-methyl-pyrrolidin-2-one, etc.). Reaction temperature ranges from about 
0°C to 200°C, preferably about 10°C to 150°C. 

In turn, this is substituted by the mono-protected diamine (D) , v/herein R 3 , R 4 , A, and B are 
as defined above and P is a protective group, with or without a base in an inert solvent to provide 
5 2,4-disubstituted amino tetrahydroquinazoline (U). The base includes an alkali metal carbonate 
(preferably sodium carbonate or potassium carbonate, etc.), an alkali metal hydroxide (preferably 
sodium hydroxide, etc.), or a tertiary amine (preferably 7V,7V-diisopropylethylamine, triethylamine, or 
Af-methylmorpholine, etc.). The inert solvent includes lower alkyl alcohol solvents (preferably 
methanol, ethanol, 2-propanol, or butanol, etc.) or amide solvents (preferably 
1 0 AyV-dimethylformamide or 1 -methyl-pyrrolidin-2-one, etc.). Reaction temperature ranges from about 
50°C to 200°C, preferably about 80°C to 1 50°C. Also this reaction can be carried out under microwave 
conditions. 

The deprotection of the protective group leads to the common intermediate (V) of the novel 
substituted tetrahydroquinazolines. 

Scheme 5 
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The conversion of the common intermediate (V) to the novel substituted 
tetrahydroquinazolines (W-A') of the present invention is outlined in Scheme 6. 

The amine (V) is reacted with a carboxylic acid (R^CCXH) and a dehydrating condensing 
5 agent in an inert solvent with or without a base to provide the novel amide (W) of the present invention. 
The dehydrating condensing agent includes dicyclohexylcarbodiimide (DCC), 
l-ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride (EDOHC1), 
bromo-tris-pyrrolidino-phosnium hexafluorophosphate (PyBroP), 

0-(7-azabenzotriazol-l-yl)-l,l,3,34etramethyluronium hexafluorophosphate (HATU), or 
1 0 l-cyclohexyl-3-methylpolystyrene-carbodiimide. The base includes a tertiary amine (preferably 
A^TV-diisopropylethylamine or triethylamine, etc.). The inert solvent includes lower halocarbon 
solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents 
(preferably tetrahydrofuran or dioxane), nitrile solvents (preferably acetonitrile, etc.), or amide 
solvents (preferably iVyV-dimethylformamide, etc.). In case of need, 1-hydroxybenzotriazole (HOBT), 
15 HOBT-6-carboxaamidomethyl polystyrene, or l-hydroxy-7-azabenzotriazole (HO AT) can be used as 
a reactant agent. Reaction temperature ranges from about -20°C to 50°C, preferably about 0°C to 
40°C. 

Alternatively, the novel amide (W) of the present invention can be obtained by amidation 
reaction using an acid chloride (RjCOCI) and a base in an inert solvent. The base includes an alkali 

20 metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 

hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably A^Af-diisopropylethylamine, triethylamine, or iV-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine, imidazole, poly-(4-vinylpyridine), etc.). The inert solvent includes lower 

25 halocarbon solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal 

solvents (preferably tetrahydrofuran or dioxane), amide solvents (preferably 7V,iV-dimethylformamide, 
etc.), or aromatic solvents (preferably toluene or pyridine, etc.). Reaction temperature ranges from 
about -20°C to 50°C, preferably about 0°C to 40°C. 
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The novel amide (W) of the present invention is reacted with a reducing agent in an inert 
solvent to provide the novel amine (X) of the present invention. The reducing agent includes alkali 
metal aluminum hydrides (preferably lithium aluminum hydride), alkali metal borohydrides 
(preferably lithium borohydride), alkali metal trialkoxyaluminum hydrides (preferably lithium 
5 tri-te/Y-butoxyaluminum hydride), dialkylaluminum hydrides (preferably di-isobutylaluminum 
hydride), borane, dialkylboranes (preferably di-isoamyl borane), alkali metal trialkylboron hydrides 
(preferably lithium triethylboron hydride). The inert solvent includes ethereal solvents (preferably 
tetrahydrofuran or dioxane) or aromatic solvents (preferably toluene, etc.). Reaction temperature 
ranges from about -78°C to 200°C, preferably about 50°C to 120°C. 

1 0 Alternatively, the novel amine (X) of the present invention can be obtained by reductive 

amination reaction using aldehyde (RjCHO) and a reducing agent in an inert solvent with or without 
an acid. The reducing agent includes sodium triacetoxyborohydride, sodium cyanoborohydride, 
sodium borohydride, or boran-pyridine complex, preferably sodium triacetoxyborohydride or sodium 
cyanoborohydride. The inert solvent includes lower alkyl alcohol solvents (preferably methanol or 

1 5 ethanol, etc.), lower halocarbon solvents (preferably dichloromethane, dichloroethane, or chloroform, 
etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), or aromatic solvents (preferably 
toluene, etc.). The acid includes an inorganic acid (preferably hydrochloric acid or sulfuric acid) or 
an organic acid (preferably acetic acid). Reaction temperature ranges from about -20°C to 120°C, 
preferably about 0°C to 1 00°C. Also this reaction can be carried out under microwave conditions. 

20 The novel urea (Y) of the present invention can be obtained by urea reaction using an 

isocyanate (R]NCO) in an inert solvent with or without a base. The base includes an alkali metal 
carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 
hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 

25 (preferably iVJV-diisopropyletliylamine, triethylamine, or N-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents 
(preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably 
tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar solvents 
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(preferably iV^V-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from 
about -20°C to 120°C, preferably about 0°C to 100°C. 

The amine (V) is reacted with a isothiocyanate (R,NCS) in an inert solvent with or without a 
base to provide the novel thiourea (Z) of the present invention. The base includes an alkali metal 
5 carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 

hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably AyV-diisopropylethylamine, triethylamine, or iV-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents 

1 0 (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably 

tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or amide solvents 
(preferably AyV-dimethylformamide, etc.). Reaction temperature ranges from about -20°C to 120°C, 
preferably about 0°C to 100°C. 

The novel urethane (A') of the present invention can be obtained by urethane reaction using 

15 RjOCOX, wherein X is halogen such as chloro, bromo, or iodo, in an inert solvent with or without a 
base. The base includes an alkali metal carbonate (preferably sodium carbonate or potassium 
carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate or 
potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium 
hydroxide, etc.), a tertiary amine (preferably i\yV-diisopropylethylamine, triethylamine, or 

20 jV-methylmorpholine, etc.), or an aromatic amine (preferably pyridine, imidazole, or 

poly-(4-vinylpyridine), etc.). The inert solvent includes lower halocarbon solvents (preferably 
dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran 
or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar solvents (preferably 
iVjV-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from about -20°C 

25 to 120°C, preferably about 0°C to 1 00°C. 
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Compounds of Formula (B') can be prepared as shown in Scheme 7. The coupling of the 
amine (M), which is synthesized as scheme 3, with tetrahydroquinazoline core (T), which is 
5 synthesized as scheme 5, gives 2,4-disubstituted amino tetrahydroquinazoline. The deprotection of 
Z-group is achieved by hydrogen reduction to give compounds of Formula (B'). 
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Scheme 7 
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Compounds of Formula (C) can be prepared as shown in Scheme 8. The coupling of the 
amine (O), which is synthesized as scheme 4, with tetrahydroquinazoline core (T), which is 
5 synthesized as scheme 5, gives 2,4-disubstituted amino tetrahydroquinazoline. The deprotection of 
Boc-group is achieved by an acid to give the amine (C). 

Scheme 8 
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The common intermediate (H') of the novel substituted pyrimidines can be prepared as shown 
in Scheme 9. Commercially available substituted uracil (D') , wherein T and p is as defined above, is 
converted to substituted 2,4-dihalo- pyrimidines (E') by a halogenating agent with or without a base 
20 (wherein X is halogen such as chloro, bromo, or iodo). The halogenating agent includes phosphorous 
oxychloride (POCl 3 ), phosphorous oxybromide (POBr 3 ), or phosphorus pentachloride (PC1 5 ). The 



WO 2004/087669 



PCT/JP2004/004624 



318 

base includes a tertiary amine (preferably AyV-diisopropylethylamine, etc.) or an aromatic amine 
(preferably N,A/-dimethylaniline, etc.). Reaction temperature ranges from about 100°C to 200°C, 
preferably about 140°C to 180°C. 

The halogen of 4-position of substituted 2,4-dihalo-pyrimidines (E 5 ) is selectively substituted 
5 by a primary or secondary amine (HNR 2a R 2 b, wherein R 2a and R 2b are as defined above) with or 
without a base in an inert solvent to provide the corresponding 4-substitued amino adduct (F'). The 
base includes an alkali metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an 
alkali metal hydroxide (preferably sodium hydroxide, etc.), or a tertiary amine (preferably 
AyV-diisopropylethylamine, triethylamine, or jV-methylmorpholine, etc.). The inert solvent includes 

1 0 lower alkyl alcohol solvents (preferably methanol, ethanol, 2-propanol, or butanol, etc.), ethereal 
solvents (preferably tetrahydrofuran or dioxane, etc.), or amide solvents (preferably 
iV,7V-dimethylformamide or l-methyl-pyrrolidin-2-one, etc.). Reaction temperature ranges from about 
0°C to 200°C, preferably about 10°C to 150°C. 

In turn, this is substituted by the mono-protected diamine (D) , wherein R 3 , R4, A, and B are 

15 as defined above and P is a protective group, with or without a base in an inert solvent to provide 
2,4-disubstituted amino pyrimidines (G'). The base includes an alkali metal carbonate (preferably 
sodium carbonate or potassium carbonate, etc.), an alkali metal hydroxide (preferably sodium 
hydroxide, etc.), or a tertiary amine (preferably JV^-diisopropylethylamine, triethylamine, or 
A/-methylmorpholine, etc.). The inert solvent includes lower alkyl alcohol solvents (preferably 

20 methanol, ethanol, 2-propanol, or butanol, etc.) or amide solvents (preferably 

A/,AT-dimethylformamide or l-methyl-pyrrolidin-2-one, etc.). Reaction temperature ranges from about 
50°C to 200°C, preferably about 80°C to 1 50°C. Also this reaction can be carried out under microwave 
conditions. 

The deprotection of the protective group leads to the common intermediate (BP) of the novel 
25 substituted pyrimidines. 
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Scheme 9 




The conversion of the common intermediate (H') to the novel substituted pyrimidines (I'-M') 
of the present invention is outlined in Scheme 10. 

The amine (H') is reacted with a carboxylic acid (RiCC^H) and a dehydrating condensing 
5 agent in an inert solvent with or without a base to provide the novel amide (F) of the present invention. 
The dehydrating condensing agent includes dicyclohexylcarbodiimide (DCC), 
l-ethyl-3-(3~dimethylaminopropyI)carbodiimide hydrochloride (EDOHC1), 
bromo-tris-pyrrolidino-phosnium hexafluorophosphate (PyBroP), 

0-(7-azabenzotriazol-l-yl)-l,l,3 3 3-tetramethyluronium hexafluorophosphate (HATU), or 
10 l-cyclohexyl-3-methylpolystyrene-carbodiimide. The base includes a tertiary amine (preferably 
AyV-diisopropylethylamine or triethylamine, etc.). The inert solvent includes lower halocarbon 
solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents 
(preferably tetrahydrofuran or dioxane), nitrile solvents (preferably acetonitrile, etc.), or amide 
solvents (preferably iV^-dimethylformamide, etc.). In case of need, 1-hydroxybenzotriazole (HOBT), 
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HOBT-6-carboxaamidomethyl polystyrene, or l-hydroxy-7-azabenzotriazole (HO AT) can be used as 
a reactant agent. Reaction temperature ranges from about -20°C to 50°C, preferably about 0°C to 
40°C. 

Alternatively, the novel amide (F) of the present invention can be obtained by amidation 
5 reaction using an acid chloride (RjCOCl) and a base in an inert solvent. The base includes an alkali 
metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 
hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.) 5 an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably A^Af-diisopropylethylamine, triethylamine, orN-methylmorpholine, etc.), or an aromatic 

1 0 amine (preferably pyridine, imidazole, poly-(4-vinylpyridine), etc.). The inert solvent includes lower 
halocarbon solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal 
solvents (preferably tetrahydrofuran or dioxane), amide solvents (preferably iV^-dimethylformamide, 
etc.), or aromatic solvents (preferably toluene or pyridine, etc.). Reaction temperature ranges from 
about -20°C to 50°C, preferably about 0°C to 40°C. 

1 5 The novel amide (F) of the present invention is reacted with a reducing agent in an inert 

solvent to provide the novel amine (J') of the present invention. The reducing agent includes alkali 
metal aluminum hydrides (preferably lithium aluminum hydride), alkali metal borohydrides 
(preferably lithium borohydride), alkali metal trialkoxyaluminum hydrides (preferably lithium 
tri-ferf-butoxyaluminum hydride), dialkylaluminum hydrides (preferably di-isobutylaluminum 

20 hydride), borane, dialkylboranes (preferably di-isoamyl borane), alkali metal trialkylboron hydrides 
(preferably lithium triethylboron hydride). The inert solvent includes ethereal solvents (preferably 
tetrahydrofuran or dioxane) or aromatic solvents (preferably toluene, etc.). Reaction temperature 
ranges from about -78°C to 200°C, preferably about 50°C to 120°C. 

Alternatively, the novel amine (J') of the present invention can be obtained by reductive 

25 amination reaction using aldehyde (RiCHO) and a reducing agent in an inert solvent with or without 
an acid. The reducing agent includes sodium triacetoxyborohydride, sodium cyanoborohydride, 
sodium borohydride, or boran-pyridine complex, preferably sodium triacetoxyborohydride or sodium 
cyanoborohydride. The inert solvent includes lower alkyl alcohol solvents (preferably methanol or 



WO 2004/087669 



PCT/JP2004/004624 



321 

ethanol, etc.), lower halocarbon solvents (preferably dichloromethane, dichloroethane, or chloroform, 
etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), or aromatic solvents (preferably 
toluene, etc.). The acid includes an inorganic acid (preferably hydrochloric acid or sulfuric acid) or 
an organic acid (preferably acetic acid). Reaction temperature ranges from about -20°C to 120°C, 
5 preferably about 0°C to 1 00°C. Also this reaction can be carried out under microwave conditions. 
The novel urea (K') of the present invention can be obtained by urea reaction using an 
isocyanate (RjNCO) in an inert solvent with or without a base. The base includes an alkali metal 
carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 
hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 

1 0 alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 

(preferably A/^-diisopropylethylamine, triethylamine, or iV-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents 
(preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably 
tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar solvents 

1 5 (preferably i^N-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from 
about -20°C to 120°C, preferably about 0°C to 100°C. 

The amine (H') is reacted with a isothiocyanate (RjNCS) in an inert solvent with or without 
a base to provide the novel thiourea (L') of the present invention. The base includes an alkali metal 
carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 

20 hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably A^Af-diisopropylethylamine, triethylamine, or A-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents 
(preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably 

25 tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or amide solvents 
(preferably ^V-dimethylformamide, etc.). Reaction temperature ranges from about -20°C to 120°C, 
preferably about 0°C to 100°C. 

The novel urethane (M') of the present invention can be obtained by urethane reaction using 
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RiOCOCl, wherein X is halogen such as chloro, bromo, or iodo, in an inert solvent with or without a 
base. The base includes an alkali metal carbonate (preferably sodium carbonate or potassium 
carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate or 
potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium 
5 hydroxide, etc.), a tertiary amine (preferably NJV-d iisopropylethylaminc, triethylamine, or 
iV-methylmorpholine, etc.), or an aromatic amine (preferably pyridine, imidazole, or 
poly-(4-vinylpyridine), etc.). The inert solvent includes lower halocarbon solvents (preferably 
dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran 
or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar solvents (preferably 
10 7V,7V-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from about -20°C 
to 120°C, preferably about 0°C to 100°C. 



WO 2004/087669 



PCT/JP2004/004624 



323 



Scheme 10 
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Compounds of Formula (N') can be prepared as shown in Scheme 1 1 . The coupling of the 
amine (M), which is synthesized as scheme 3, with pyrimidine core (F'), which is synthesized as 
scheme 9, gives 2,4-disubstituted amino pyrimidine. The deprotection of Z-group is achieved by 
5 hydrogen reduction to give compounds of Formula (N'). 
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Scheme 11 
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Compounds of Formula (O') can be prepared as shown in Scheme 12. The coupling of the 
amine (O), which is synthesized as scheme 4, with pyrimidine core (F'), which is synthesized as 
scheme 9, gives 2,4-disubstituted amino pyrimidine. The deprotection of Boc-group is achieved by 

Scheme 12 
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an acid to give the amine (C). 



The common intermediate (S') of the novel substituted quinolines can be prepared as shown 
in Scheme 13. Commercially available substituted 2-hydroxy-quinoline (P') , wherein R2, T, and p is 
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as defined above, is converted to 2-halo-quinolines (Q') by a halogenating agent with or without a 
base (wherein X is halogen such as chloro, bromo, or iodo). The halogenating agent includes 
phosphorous oxychloride (POCl 3 ), phosphorous oxybromide (POBr 3 ), or phosphorus pentachloride 
(PCI5). The base includes a tertiary amine (preferably AyV-diisopropylethylamine, etc.) or an aromatic 
5 amine (preferably AW-dimethylaniline, etc.). Reaction temperature ranges from about 100°C to 
200°C, preferably about 140°C to I80°C. 

The halide (Q') is substituted by the mono-protected diamine (D) , wherein R 3 , R4, A, and B 
are as defined above and P is a protective group, with or without a base in an inert solvent to provide 
2-substituted amino quinoline (R'). The base includes an alkali metal carbonate (preferably sodium 

1 0 carbonate or potassium carbonate, etc.), an alkali metal hydroxide (preferably sodium hydroxide, etc.), 
or a tertiary amine (preferably AyV'-diisopropylethylamine, triethylamine, or AT-methylmorpholine, 
etc.). The inert solvent includes lower alkyl alcohol solvents (preferably methanol, ethanol, 
2-propanol, or butanol, etc.) or amide solvents (preferably 7\f #-dimethylformamide or 
l-methyl-pyrrolidin-2-one, etc.). Reaction temperature ranges from about 50°C to 200°C, preferably 

1 5 about 80°C to 1 50°C. Also this reaction can be carried out under microwave conditions. 

The deprotection of the protective group leads to the common intermediate (S') of the novel 
substituted quinolines. 

Scheme 13 
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The conversion of the common intermediate (S') to the novel substituted quinolines (T'-X') 
of the present invention is outlined in Scheme 14. 

The amine (S') is reacted with a carboxylic acid (RiC0 2 H) and a dehydrating condensing 
agent in an inert solvent with or without a base to provide the novel amide (T') of the present invention. 
5 The dehydrating condensing agent includes dicyclohexylcarbodiimide (DCC), 
l-ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride (EDOHC1), 
bromo-tris-pyrrolidino-phosnium hexafluorophosphate (PyBroP), 

0- (7-azabenzotriazol- 1 -yl)- 1,1,3 ,3-tetrarnethyluronium hexafluorophosphate (HATU), or 

1- cyclohexyl-3-methylpolystyrene-carbodiimide. The base includes a tertiary amine (preferably 
1 0 iV 5 iV-diisopropylethylamine or triethylamine, etc.). The inert solvent includes lower halocarbon 

solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents 
(preferably tetrahydrofuran or dioxane), nitrile solvents (preferably acetonitrile, etc.), or amide 
solvents (preferably iV^V-dimethylformamide, etc.). In case of need, 1-hydroxybenzotriazole (HOBT), 
HOBT-6-carboxaamidomethyl polystyrene, or l-hydroxy-7-azabenzotriazole (HO AT) can be used as 
15 a reactant agent. Reaction temperature ranges from about -20°C to 50°C, preferably about 0°C to 
40°C. 

Alternatively, the novel amide (T') of the present invention can be obtained by amidation 
reaction using an acid chloride (RiCOCl) and a base in an inert solvent. The base includes an alkali 
metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 

20 hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably A^-diisopropylethylamine, triethylamine, or AT-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine, imidazole, poly-(4-vinylpyridine), etc.). The inert solvent includes lower 
halocarbon solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal 

25 solvents (preferably tetrahydrofuran or dioxane), amide solvents (preferably NJV-d imethy Iformamide, 
etc.), or aromatic solvents (preferably toluene or pyridine, etc.). Reaction temperature ranges from 
about -20°C to 50°C, preferably about 0°C to 40°C. 

The novel amide (T') of the present invention is reacted with a reducing agent in an inert 
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solvent to provide the novel amine (U') of the present invention. The reducing agent includes alkali 
metal aluminum hydrides (preferably lithium aluminum hydride), alkali metal borohydrides 
(preferably lithium borohydride), alkali metal trialkoxyaluminum hydrides (preferably lithium 
tri-tert-butoxyaluminum hydride), dialkylaluminum hydrides (preferably di-isobutylaluminum 
5 hydride), borane, dialkylboranes (preferably di-isoamyl borane), alkali metal triaikylboron hydrides 
(preferably lithium triethylboron hydride). The inert solvent includes ethereal solvents (preferably 
tetrahydrofuran or dioxane) or aromatic solvents (preferably toluene, etc.). Reaction temperature 
ranges from about -78°C to 200°C, preferably about 50°C to 120°C. 

Alternatively, the novel amine (IT) of the present invention can be obtained by reductive 

1 0 amination reaction using aldehyde (RjCHO) and a reducing agent in an inert solvent with or without 
an acid. The reducing agent includes sodium triacetoxyborohydride, sodium cyanoborohydride, 
sodium borohydride, or boran-pyridine complex, preferably sodium triacetoxyborohydride or sodium 
cyanoborohydride. The inert solvent includes lower alkyl alcohol solvents (preferably methanol or 
ethanol, etc.), lower halocarbon solvents (preferably dichloromethane, dichloroethanc, or chloroform, 

1 5 etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), or aromatic solvents (preferably 
toluene, etc.). The acid includes an inorganic acid (preferably hydrochloric acid or sulfuric acid) or 
an organic acid (preferably acetic acid). Reaction temperature ranges from about -20°C to 120°C, 
preferably about 0°C to I00°C. Also this reaction can be carried out under microwave conditions. 
The novel urea (V') of the present invention can be obtained by urea reaction using an 

20 isocyanate (RjNCO) in an inert solvent with or without a base. The base includes an alkali metal 
carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 
hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably ,V,iV-diisopropylethyIamine, triethylamine, or iV-methylmorpholine, etc.), or an aromatic 

25 amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents 
(preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably 
tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar solvents 
(preferably iV,7V-dimethylfonnamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from 
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about -20°C to 120°C, preferably about 0°C to 100°C. 

The amine (S') is reacted with a isothiocyanate (RjNCS) in an inert solvent with or without 
a base to provide the novel thiourea (W) of the present invention. The base includes an alkali metal 
carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 
5 hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably AyV-diisopropylethylamine, triethylamine, or TV-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents 
(preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably 

1 0 tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or amide solvents 
(preferably A/jAf-dimethylformamide, etc.). Reaction temperature ranges from about -20°C to 120°C, 
preferably about 0°C to 100°C. 

The novel urethane (X') of the present invention can be obtained by urethane reaction using 
RiOCOCl, wherein X is halogen such as chloro, bromo, or iodo, in an inert solvent with or without a 

15 base. The base includes an alkali metal carbonate (preferably sodium carbonate or potassium 
carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate or 
potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium 
hydroxide, etc.), a tertiary amine (preferably iV;A-diisopropylethylamine, triethylamine, or 
Af-methylmorpholine, etc.), or an aromatic amine (preferably pyridine, imidazole, or 

20 poly-(4-vinylpyridine), etc.). The inert solvent includes lower halocarbon solvents (preferably 
dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran 
or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar solvents (preferably 
TV^-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from about -20°C 
to 120°C, preferably about 0°C to 100°C. 
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Scheme 14 




Compounds of Formula (Y') can be prepared as shown in Scheme 15. The coupling of the 
amine (M), which is synthesized as scheme 3, with quinoline core (Q'), which is synthesized as 
scheme 13, gives 2-substituted amino quinoline. The deprotection of Z-group is achieved by 
5 hydrogen reduction to give compounds of Formula (Y'). 
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Compounds of Formula (Z') can be prepared as shown in Scheme 16. The coupling of the 
amine (O), which is synthesized as scheme 4, with quinoline core (Q')> which is synthesized as 
scheme 13, gives 2-substituted amino quinoline. The deprotection of Boc-group is achieved by an 



Scheme 16 
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H 

5 acid to give the amine (Z'). 



The common intermediate (D") of the novel substituted pyrimidines can be prepared as 
shown in Scheme 17. Commercially available substituted 2-hydroxy-pyrimidines (A") , wherein R 2 , 
T, and p is as defined above, is converted to 2-halo-pyrimidines (B") by a halogenating agent with or 
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without a base (wherein X is halogen such as chloro, bromo, or iodo). The halogenating agent 
includes phosphorous oxychloride (POCl 3 ), phosphorous oxybromide (POBr 3 ), or phosphorus 
pentachloride (PC1 5 ). The base includes a tertiary amine (preferably JV^V-diisopropylethyiainine 7 etc ) 
or an aromatic amine (preferably A^-dimethylaniline, etc.). Reaction temperature ranges from about 
5 1 00°C to 200°C, preferably about 140°C to 1 80°C. 

The halide (B") is substituted by the mono-protected diamine (D) , wherein R 3 , R,, A, and 
B are as defined above and P is a protective group, with or without a base in an inert solvent to provide 
2-substituted amino pyrimidine (C"). The base includes an alkali metal carbonate (preferably sodium 
carbonate or potassium carbonate, etc.), an alkali metal hydroxide (preferably sodium hydroxide, etc.), 

10 or a tertiary amine (preferably iV,Ar-diisopropylethylamine, triethylamine, or A^-methylmorpholine, 
etc.). The inert solvent includes lower alkyl alcohol solvents (preferably methanol, ethanol, 
2-propanol, or butanol, etc.) or amide solvents (preferably Af,A^dimethylformamide or 
l-methyl-pyrrolidin-2-one, etc.). Reaction temperature ranges from about 50°C to 200°C, preferably 
about 80°Cto 150°C. Also this reaction can be carried out under microwave conditions. 

1 5 The deprotection of the protective group leads to the common intermediate (D") of the novel 

substituted pyrimidines. 
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The conversion of the common intermediate (D") to the novel substituted pyrimidines 
(E"-I") of the present invention is outlined in Scheme 18. 

The amine (D") is reacted with a carboxylic acid (R,C0 2 H) and a dehydrating condensing 
agent in an inert solvent with or without a base to provide the novel amide (E' ') of the present 
5 invention. The dehydrating condensing agent includes dicyclohexylcarbodiimide (DCC), 
l-ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride (EDOHC1), 
bromo-tris-pyrrolidino-phosnium hexafluorophosphate (PyBroP), 

0- (7-azabenzotriazol- 1 -yl)-l , 1 ,3 ,3-tetramethyluronium hexafluorophosphate (HATU), or 

1- cyclohexyl-3-methylpolystyrene-carbodiimide. The base includes a tertiary amine (preferably 
10 AyV-diisopropylethylamine or triethylamine, etc.). The inert solvent includes lower halocarbon 

solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents 
(preferably tetrahydrofuran or dioxane), nitrile solvents (preferably acetonitrile, etc.), or amide 
solvents (preferably iV^-dimethylformamide, etc.). In case of need, 1-hydroxybenzotriazole (HOBT), 
HOBT-6-carboxaamidomethyl polystyrene, or l-hydroxy-7-azabenzotriazole (HO AT) can be used as 
15 a reactant agent. Reaction temperature ranges from about -20°C to 50°C, preferably about 0°C to 
40°C. 

Alternatively, the novel amide (E") of the present invention can be obtained by amidation 
reaction using an acid chloride (RiCOCl) and a base in an inert solvent. The base includes an alkali 
metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 

20 hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably Af,A/"-diisopropylethylamine, triethylamine, or 7V-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine, imidazole, poly-(4-vinylpyridine), etc.). The inert solvent includes lower 
halocarbon solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal 

25 solvents (preferably tetrahydrofuran or dioxane), amide solvents (preferably N,N-d imethy lformamide, 
etc.), or aromatic solvents (preferably toluene or pyridine, etc.). Reaction temperature ranges from 
about -20°C to.50°C, preferably about 0°C to 40°C. 

The novel amide (E") of the present invention is reacted with a reducing agent in an inert 
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solvent to provide the novel amine (F") of the present invention. The reducing agent includes alkali 
metal aluminum hydrides (preferably lithium aluminum hydride), alkali metal borohydrides 
(preferably lithium borohydride), alkali metal trialkoxyaluminum hydrides (preferably lithium 
tri-ferf-butoxyaluminum hydride), dialkylaluminum hydrides (preferably di-isobutylaluminum 
5 hydride), borane, dialkylboranes (preferably di-isoamyl borane), alkali metal trialkylboron hydrides 
(preferably lithium triethylboron hydride). The inert solvent includes ethereal solvents (preferably 
tetrahydrofuran or dioxane) or aromatic solvents (preferably toluene, etc.). Reaction temperature 
ranges from about -78°C to 200°C, preferably about 50°C to 120°C. 

Alternatively, the novel amine (F") of the present invention can be obtained by reductive 

1 0 amination reaction using aldehyde (RjCHO) and a reducing agent in an inert solvent with or without 
an acid. The reducing agent includes sodium triacetoxyborohydride, sodium cyanoborohydride, 
sodium borohydride, or boran-pyridine complex, preferably sodium triacetoxyborohydride or sodium 
cyanoborohydride. The inert solvent includes lower alkyl alcohol solvents (preferably methanol or 
ethanol, etc.), lower halocarbon solvents (preferably dichloromethane, dichloroethane, or chloroform, 

1 5 etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), or aromatic solvents (preferably 
toluene, etc.). The acid includes an inorganic acid (preferably hydrochloric acid or sulfuric acid) or 
an organic acid (preferably acetic acid). Reaction temperature ranges from about -20°C to 120°C, 
preferably about 0°C to 100°C. Also this reaction can be carried out under microwave conditions. 
The novel urea (G' ') of the present invention can be obtained by urea reaction using an 

20 isocyanate (RiNCO) in an inert solvent with or without a base. The base includes an alkali metal 
carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 
hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably ^-diisopropylethylamine, triethylamine, or iV-methylmorpholine, etc.), or an aromatic 

25 amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents 
(preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably 
tetrahydrofuran .or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar solvents 
(preferably N,Af-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from 
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about -20°C to 120°C, preferably about 0°C to 100°C. 

The amine (D' ') is reacted with a isothiocyanate (R^CS) in an inert solvent with or without 
a base to provide the novel thiourea (H") of the present invention. The base includes an alkali metal 
carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal 
5 hydrogencarbonate (preferably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an 
alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary amine 
(preferably AyV-diisopropylethylamine, triethylamine, or TV-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents 
(preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably 

1 0 tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or amide solvents 
(preferably A^A^-dimethylformamide, etc.). Reaction temperature ranges from about -20°C to 120°C, 
preferably about 0°C to 100°C. 

The novel urethane (I") of the present invention can be obtained by urethane reaction using 
RiOCOCl, wherein X is halogen such as chloro, bromo, or iodo, in an inert solvent with or without a 

15 base. The base includes an alkali metal carbonate (preferably sodium carbonate or potassium 
carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate or 
potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium 
hydroxide, etc.), a tertiary amine (preferably AyV-diisopropylethylamine, triethylamine, or 
7V-methylmorpholine, etc.), or an aromatic amine (preferably pyridine, imidazole, or 

20 poly-(4-vinylpyridine), etc.). The inert solvent includes lower halocarbon solvents (preferably 

dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran 
or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar solvents (preferably 
A/,iV-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from about -20°C 
to 120°C, preferably about 0°C to 100°C. 
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Compounds of Formula (J") can be prepared as shown in Scheme 19. The coupling of the 
amine (M), which is synthesized as scheme 3, with pyrimidine core (B"), which is synthesized as 
scheme 17, gives 2-substituted amino pyrimidine. The deprotection of Z-group is achieved by 
5 hydrogen reduction to give compounds of Formula (J"). 
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Compounds of Formula (K") can be prepared as shown in Scheme 20. The coupling of the 
amine (O), which is synthesized as scheme 4, with pyrimidine core (B"), which is synthesized as 
5 scheme 17, gives 2-substituted amino pyrimidine. The deprotection of Boc-group is achieved by an 
acid to give the amine (K"). 
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Alternatively, the novel quinoline (M"), the novel tetrahydroquinazoline (N"), the novel 
pyrimidine (O"), the novel quinoline (P"), and the novel pyrimidine (Q") of the present invention are 
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directly synthesized from the quinoline core (C), which is synthesized in Scheme 1, the 
tetrahydroquihazoline core (T), which is synthesized in Scheme 5, the pyrimidine core (F'), which is 
synthesized in Scheme 9, the quinoline core (Q'), which is synthesized in Scheme 13, and the 
pyrimidine core (B"), which is synthesized in Scheme 17, as shown in Scheme 21. This coupling is 
5 performed with or without a base in an inert solvent. The base includes an alkali metal carbonate 
(preferably sodium carbonate or potassium carbonate, etc.), an alkali metal hydroxide (preferably 
sodium hydroxide, etc.), or a tertiary amine (preferably A/"^V-diisopropylethylamine, triethylamine, or 
A^-methylmorpholine, etc.). The inert solvent includes lower alkyl alcohol solvents (preferably 
methanol, ethanol, 2-propanol, or butanol, etc.) or amide solvents (preferably 
1 0 iVjA^dimethylformamide or l-methyl-pyrrolidin-2-one, etc.). Reaction temperature ranges from about 
50°C to 200°C, preferably about 80°Cto 1 80°C. Also this reaction can be carried out under microwave 
conditions. 
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For example, compounds of Formula (T") can be prepared as shown in Scheme 22. The 
amine (O), which is synthesized in Scheme A, is subjected to reductive animation by aldehyde 
(RiCHO). The deprotection of Boc-group is achieved by an acid to give the amine. The coupling of 
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the amine with pyrimidine core (F), which is synthesized as scheme 9, gives the novel pyrrolidine 
(T") of the present invention. 

Schmw 22 



17 



NH 2 fyCHO 



BocHN"^^ reductive amination BocHN^ 

(O) (R") 

m r> NR 2a R 2 b h 

H 2 N^^ coupling ^ N ^ N ^^ 



Compounds of Formula (W") can be prepared as shown in Scheme 23. The amine (O), 
5 which is synthesized in Scheme 4, is subjected to amidation by carboxylic acid (RiCQjH) or acid 
chloride (RjCOCl). The deprotection of Boc-group is achieved by an acid to give the amine. The 
coupling of the amine with quinoline core (Q') ; which is synthesized as scheme 13, gives the novel 

Scheme 23 




(V") 

quinoline (W") of the present invention. 



prY 1 

coupling ^ ^N" 



(W) 



WO 2004/087669 



PCT/JP2004/004624 



340 



Compounds of Formula (Z") can be prepared as shown in Scheme 24. The amine (O), which 
is synthesized in Scheme 4, is subjected to amidation by carboxylic acid (R,C0 2 H) or acid chloride 
(RiCOCl). The deprotection of Boc-group is achieved by an acid to give the amine. The coupling of 
5 the amine with pyrimidine core (B"), which is synthesized as scheme 17, gives the novel pyrimidine 
(Z") of the present invention. 

Scheme 24 



BocHN amidation BocHN' 

(O) (X") 



/\>»NH2 R 1 C0 2 H or F^COCI ^xv^Y^ 1 
amidation BocHN^-^ ° 

(X") 



?2 

N Y Rl (B"l ^ 

HaN*' ° coupling 

(Y") 



When a compound of the invention contains optical isomers, stereoisomers, regio isomers, 
rotational isomers, a single substance and a mixture of them are included as a compound of the 
1 0 invention. For example, when a chemical formula is represented as showing no stereochemical 
designation(s), such as Formula VI, then all possible stereoisomer, optical isomers and mixtures 
thereof are considered within the scope of that formula. Accordingly, Formula VII, specifically 
designates the cis relationship between the two amino groups on the cyclohexyl ring and therefore this 
formula is also fully embraced by Formula VI. 

15 

Other uses of the disclosed invention will become apparent to those in the art based upon, 
inter alia, a review of this patent document. 

The following examples are given to illustrate the invention and are not intended to be 
inclusive in any manner: 
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Examples 

The compounds of the invention and their synthesis are further illustrated by the following 
examples. The following examples are provided to further define the invention without, however, 
5 limiting the invention to the particulas of these examples. "Ambient temperature" as referred to in the 
following example is meant to indicate a temperature falling between 0 °C and 40 °C. The following 
compounds are named by Beilstein Auto Nom Version 4.0, CS Chem Draw Ultra Version 6.0, CS 
Chem Draw Ultra Version 6.0.2, CS Chem Draw Ultra Version 7.0.1, or ACD Name Version 7.0. 

Abbreviations used in the instant specification, particularly the Schemes and Examples, are 
10 as follows: 

[ H NMR : proton nuclear magnetic resonance spectrum 
AcOH : acetic acid 

APCI : atmospheric pressure chemical ionization 
15 (Boc) 2 0 : di-tertiary-butyl dicarbonate 

BuLi : butyl lithium 

BuOH : butanol 

Cbz : carbobenzoxy 

CDC1 3 : deuterated chloroform 
20 CH 2 C1 2 : dichloromethane 

CHCI3 : chloroform 

CI : chemical ionization 

mCPBA: meta chloroperbenzoic acid 

DMA: N,N-dimethyl acetamide 
25 DCM : dichloromethane 

DIEA : diisopropylethylamine 

DMSO.: dimethyl sulfoxide 

Dppf: bis-(diphenylphosphino)ferrocene 
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EI : electron ionization 
ESI : electrospray ionization 
Et 2 0 : diethyl ether 
EtOAc : acetic acid ethyl ester 
5 EtOH : ethanol 

FAB : fast atom bombardment 

HATU : O-CV-azabenzotriazol-l-yO-AT^^'^'-tetramethyluronium- 
Hexafluorophosphate 

H 2 S0 4 : sulfuric acid 
10 HC1 : hydrogen chloride 

IPA: isopropanol 

K 2 C0 3 : potassium carbonate 

Me 2 NH : dimethylamine 

MeNH2 : methylamine 
15 MeOH : methanol 

MgS0 4 : magnesium sulfate 

MsOH : methanesulfonic acid 

NaBH(OAc) 3 : sodium triacetoxyborohydride 

NaBH 3 CN : sodium cyanoborohydride 
20 NaBH 4 : sodium borohydride 

NaHC0 3 : sodium hydrogencarbonate 

Pd/C : palladium carbon 

POCI3 : phosphoryl chloride 

PVP : poly(4-vinylpyridine) 
25 SOCI2 : thionyl chloride 

TBME: tert-butyl methyl ether 

TFA : trifluoroacetic acid 

THF : tetrahydrofuran 
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ZC1 : benzyloxycarbonyl chloride 
s : singlet 
d : doublet 
t : triplet 
5 q : qualtet 

dd : doublet doublet 
dt : doublet triplet 
ddd : doublet doublet doublet 
brs : broad singlet 
10 m : multiplet 

J : coupling constant 
Hz : Hertz 

15 Example 1 

iV 2 -[c/5-4-(4-Bromo-2-trifluorometh^ 
diamine dihydrochloride 

Step A: Synthesis of 2,4-dichloro-quinoline. 

20 A suspension of quinoline-2,4-diol (1 50 g, 93 1 mraol) in POCl 3 (975 mL, 1 0.4 mol) was 

stirred at reflux for 6 hr and the reaction mixture was concentrated. The residue was diluted with 
CHC1 3 (500 mL) and the solution was poured into ice water. The aqueous layer was extracted with 
CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtrated, concentrated, and 
purified by flash chromatography (silica gel, 20% EtOAc in hexane) to give 2,4-dichloro-quinoline 

25 (177 g, 96%) as a pale brown solid. 

EI MS m/e 197, M + ; 1 HNMR(300 MHz, CDCh) S 7.50 (s, 1 H), 7.65 (ddd, ./= 8.3, 7.0, 1.3 Hz, 1 
H), 7.79 (ddd, J= 8.5, 7.0, 1.3 Hz, 1 H), 8.00-8.06 (m, 1 H), 8.16-8.21 (m, 1 H). 



WO 2004/087669 



PCT/JP2004/004624 



344 

Step B: Synthesis of (2-chloro-quinolin-4-yl)-methyl-amine. 

To a solution of 2,4-dichloro-quinoline (29.8 g, 1 50 mmol) in THF (300 mL) was added 40% 
MeNH 2 in water (58.4 g, 752 mmol). The mixture was stirred at ambient temperature for 12 days and 
concentrated. The residue was suspended in CHC1 3 and H 2 0. The precipitate was collected by 
5 filtration, washed with acetone, and dried at 50 °C under reduced pressure to give (2-chloro-quinolin- 
4-yl)-methyl-amine (13.2 g, 45%) as a colorless solid. 

ESI MS m/e 215, M + Na + ; l H NMR (300 MHz, DMSO-d 6 ) 6 2.91 (d, J= 4.7 Hz, 3 H), 6.35 (s, 1 
H), 7.47 (ddd, J= 8.3, 6.6, 1.7 Hz, 1 H), 7.62-7.75 (m, 3 H), 8.16 (d, J= 8.6 Hz, 1 II). 

1 0 Step C: Synthesis of (m-4-benzyloxycarbonylamino-cyclohexyl)-carbamic acid- benzyl ester. 

To a suspension of CM-cyclohexane-l,4-dicarboxylic acid (25.0 g, 145 mmol) in benzene (125 
mL) were added phosphorazidic acid diphenyl ester (8 1 .9 g, 298 mmol) and triethylamine (30. 1 g, 297 
mmol). The reaction mixture was stirred at reflux for 2.5 hr. Benzyl alcohol (32.2 g, 298 mmol) was 
added and the mixture was stirred at reflux for 24 hr. The reaction mixture was concentrated and the 

1 5 residue was dissolved in EtOAc and H 2 0. The organic layer was separated and the aqueous layer was 
extracted with EtOAc (twice). The combined organic layer was washed with 1 M aqueous KHSO4, 
saturated aqueous NaHC0 3 , and brine, dried over MgS0 4 , filtrated, concentrated, and purified by 
flash chromatography (silica gel, 33% EtOAc in hexane) to give (cw-4-benzyloxycarbonylamino- 
cyclohexyI)-carbamic acid benzyl ester (52.0 g, 94%) as a colorless oil. 

20 ESI MS m/e 405, M + Na + ; l U NMR (300 MHz, CDC1 3 ) 5 1 .45-1 .60 (m, 4 H), 1 .60-1 .80 (m, 4 H), 
3.52-3.80 (m, 2 H), 4.70-5.00 (m, 2 H), 5.07 (s, 4H), 7.15-7.40 (m, 10 H). 

Step D: Synthesis of (cw-4-arnino-cyclohexyI)-carbamk acid tert-butyl ester. 

To a solution of (c/s-4-benzyloxycarbonylamino-cyclohexyl)-carbamic acid benzyl ester 
25 (91 .7 g, 240 mmol) in MeOH (460 mL) was added 5% Pd/C (9. 1 7 g). The reaction mixture was 
stirred at ambient temperature under hydrogen atmosphere for 2.5 days, filtrated through a pad of 
celite, and concentrated to give a diamine as a colorless oil. To a solution of the diamine in MeOH 
(550 mL) was added a solution of (Boc^O (6.59 g, 30.2 mmol) in MeOH (80 mL) dropwise over 4 hr. 
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The reaction mixture was stirred at ambient temperature for 1.5 days and concentrated. After 
dissolution with H 2 0, the aqueous layer was extracted with CHC1 3 (three times). The combined 
organic layer was dried over MgSQ 4 , filtrated, and concentrated to give (cw-4-amino-cyclohexyl)- 
carbamic acid tert-bvtyl ester (7.78 g, 15%, crude) as a colorless oil. The aqueous layer was 
5 concentrated and the residue was dissolved in MeOH, dried over MgS0 4 , filtrated, and concentrated 
to give a recovered diamine (32.9 g) as a colorless oil. To a solution of the recovered diamine (32.9 
g, 288 mmol) in MeOH (660 mL) was added a solution of (Boc) 2 0 (6.29 g, 28.8 mmol) in MeOH (80 
mL) dropwise over 5 hr. The reaction mixture was stirred at ambient temperature for 10 hr and 
concentrated. After dissolution with H 2 0, the aqueous layer was extracted with CHC1 3 (three times). 

1 0 The combined organic layer was dried over MgS0 4 , filtrated, and concentrated to give (ra-4-amino- 
cyclohexyl)-carbamic acid tert-butyl ester (8.16 g, 16%, crude) as a colorless oil. The aqueous layer 
was concentrated and the residue was dissolved in MeOH, dried over MgS0 4 , filtrated, and 
concentrated to give a recovered diamine (23.1 g) as a colorless oil. To a solution of the recovered 
diamine (23.1 g, 202 mmol) in MeOH (462 mL) was added a solution of (Boc) 2 0 (4.42 g, 20.3 mmol) 

15 in MeOH (56 mL) dropwise over 4 hr. The reaction mixture was stirred at ambient temperature for 
3.5 days and concentrated. After dissolution with H 2 0, the aqueous layer was extracted with CHC1 3 
(three times). The combined organic layer was dried over MgS0 4 , filtrated, and concentrated to give 
(cw-4-amino-cyclohexyl)-carbamic acid rer/-butyl ester (5.01 g, 10% based on starting material) as a 
colorless oil. The aqueous layer was concentrated and the residue was dissolved in MeOH, dried over 

20 MgS0 4 , filtrated, and concentrated to give a recovered diamine (16.0 g) as a colorless oil. To a 
solution of the recovered diamine (16.0 g, 140 mmol) in MeOH (320 mL) was added a solution of 
(Boc) 2 0 (3.06 g, 14.0 mmol) in MeOH (40 mL) dropwise over 4 hr. The reaction mixture was stirred 
at ambient temperature for 13 hr and concentrated. After dissolution with H 2 0, the aqueous layer was 
extracted with CHC1 3 (three times). The combined organic layer was dried over MgS0 4 , filtrated, and 

25 concentrated to give (cw-4-amino-cyclohexyl)-carbamie acid rerr-butyl ester (3.53 g, 7% based on the 
starting material) as a colorless oil. The aqueous layer was concentrated and the residue was dissolved 
in MeOH, dried over MgS0 4 , filtrated, and concentrated to give a recovered diamine (1 1 .1 g) as a 
colorless oil. 
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ESI MS m/e215,M + lf; 'HNMR^OOMHz, CDC1 3 ) 5 1.20-1.80 (m, 8H), 1.44 (s, 9H), 2.78-2.95 
(m, 1 H), 3.50-3.80 (m, 1 H), 4.30-4.82 (m, 1 H). 

Step E: Synthesis of 7V 2 -(m-4-amino-cydohexyl)-7V 4 -methyl-quinoline-2,4-diamine. 
5 A mixture of (2-chloro-quinolin-4-yl)-methyl-amine (2.00 g, 10.4 mmol) and (e/s-4-amino- 

cyclohexyl)-carbamic acid fer/-butyl ester (2.45 g, 1 1.4 mmol) in butanol (3 mL) was stirred at 130 °C 
for 2 days in a sealed tube. The reaction mixture was poured into saturated aqueous NaHC0 3 and the 
aqueous layer was extracted with CHC1 3 (three times). The combined organic layer was dried over 
MgS0 4 , filtrated, concentrated, and purified by medium-pressure liquid chromatography (NH-silica 

1 0 gel, 20% EtOAc in hexane) to give [cM-4-(4-methylamino-quinolin-2-ylamino)-cyclohexyl]-carbamic 
acid te7'f-butyl ester (1 .45 g) as a pale yellow oil. To a solution of the above material (1 .3 1 g) in EtOAc 
(15 mL) was added 4 M hydrogen chloride in EtOAc (30 mL). The reaction mixture was stirred at 
ambient temperature for 5 hr. The precipitate was collected by filtration and dissolved in saturated 
aqueous NaHC0 3 . The aqueous layer was extracted with CHC1 3 (three times). The combined organic 

1 5 layer was dried over MgS0 4 , filtrated, and concentrated to give ^-(czs^-amino-cyclohexyO-A/ 4 - 
methyl-quinoline-2,4-diamine (999 mg, 40%) as a pale yellow solid. 

EI MS m/e 271 M + H*"; 'HNMR (300 MHz, DMSO-d 6 ) 5 1.42-1.92 (m, 8 H), 2.81 (d, /= 4.7 Hz, 
3 H), 2.89-3.01 (m, 1 H), 3.17 (s, 2 H), 4.07 (brs, 1 H), 5.77 (s, 1 H), 6.32 (d, J= 6.5 Hz, 1 H), 
6.69-6.80 (m, 1 H), 6.94-7.06 (m, 1 H), 7.34 (d, J= 3.7 Hz, 2 H), 7.85 (d, /= 8.2 Hz, 1 H). 

20 

Step F: Synthesis of 4-bromo-2-trifluoromethoxy-benzaldehyde. 

A solution of 4-bromo-l-iodo-2-trifluoromethoxy-benzene (1.00 g, 2.72 mmol) in THF (15 
mL) was cooled to -78 °C and 2.66 M BuLi in hexane (2.05 mL, 5.44 mmol) was added dropwise. 
The reaction mixture was stirred at -78 °C for 1.5 h and 7^-formylmorpholine (0.57 mL, 5.63 mmol) 
25 was added. The reaction mixture was stirred at -78 °C for 1 5 min and at ambient temperature for 80 
min. The reaction was quenched with 0.25 M aqueous citric acid (10 mL) and the resulting mixture 
was extracted with EtOAc (three times). The combined organic layer was dried over MgS0 4 , filtrated, 
concentrated, and purified by flash chromatography (silica gel, 2% to 5% EtOAc in hexane) to give 
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4-bromo-2-trifluoromethoxy-benzaldehyde (560 mg, 77%) as a pale brown solid. 

CI MS m/e 269, M + hVh NMR (300 MHz, CDC1 3 ) 6 7.50-7.67 (m, 2 H), 7.85 (d, J= 8.1 Hz, 1 

H), 10.33 (s, 1 H). 

5 Step G: Synthesis of iV 2 -[c/s-4-(4-bromo-2-trifluoromethoxy-benzyl)-amino-cyelohesyl]-iV 4 - 
methyl-quinoline-2,4-diamine dihydrochloride. 

To a solution ofA^-(cw-4-amino-cyclohexyl)-;Y'-methyl-quinoline-2,4-diamine (370 mg, 1.37 
mmol) in methanol (4 mL) were added 4-bromo-2-trifluoromethoxy-benzaldehyde (368 mg, 1.37 
mmol), acetic acid (82 mg, 1 .37 mmol), and NaBH 3 CN (129 mg, 2.05 mmol). The reaction mixture 

1 0 was stirred at ambient temperature for 20 hr. The reaction was quenched with saturated aqueous 
NaHC0 3 and the aqueous layer was extracted with CHC1 3 (three times). The combined organic layer 
was dried over MgS0 4 , filtrated, concentrated, and purified by medium-pressure liquid 
chromatography (NH-silica gel, 20% EtOAc in hexane) and flash chromatography (silica gel, 5% 
MeOH in CHC1 3 ) to give a colorless oil. To a solution of the above oil in EtOAc (2 mL) was added 

15 4 M hydrogen chloride in EtOAc (5 mL). The mixture was stirred at ambient temperature for 1 hr and 
concentrated. A suspension of the residue in Et 2 0 (12 mL) was stirred at ambient tempareture for 1 
hr. The precipitate was collected by filtration, washed with Et 2 0, and dried under reduced pressure to 
giveiV 2 -[czj-4-(4-bromo-2-trifluoromethoxy-benzyl)-amino-cyclohexyl]-7V 4 -methyl- 
quinoline-2,4-diamme dihydrochloride (365 mg, 45%) as a white solid. 

20 ESIMS m/e 523, M (free) + H 1 " ; ! HNMR (300 MHz, DMSO-d 6 ) 5 1.61-2.11 (m, 8 H), 2.96 (d, /= 
4.4 Hz, 3 H), 3.19-3.41 (m, 2 H), 4.1 1-4.34 (m, 2 H), 5.92 (brs, 1 H), 7.40 (t, J= 8.2 Hz, 1 H), 
7.63-7.79 (m, 3 H), 7.93 (d, J= 8.4 Hz, 1 H), 8.22 (d, J= 8.2 Hz, 1 H), 8.30-8.48 (m, 2 H), 9.59 (brs, 
2H). 

25 

Example 2 

/Y 2 -{c/5-4-[2-(4rBromo-2-trifluoromethoxy-phenyl)-ethylamino]-cyclohexyl}-iV 4 -methyl- 
quinoline2,4-diamine dihydrochloride 
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Step A: Synthesis of (4-bromo-2-trifluor©methoxy-phenyL)-aeetaldehyde. 

To a suspension of (methoxymethyl)-triphenylphosphonium chloride (5.29 g, 14.9 mol) in 
Et 2 0 (50 mL) was added 1.8 M phenyl lithium in 30% Et 2 0 in cyclohexane (8.58 mL, 15.5 mmol). 
5 The mixture was stirred at ambient temperature for 1 0 min. To the reaction mixture was added 
4-bromo-2-trifluoromethoxy-benzaldehyde obtained in step F of example 1 (4.00 g, 14.9 mmol) in 
Et 2 0 (18 mL). The mixture was stirred at ambient temperature for 4 hr, filtrated and concentrated. 
To the above residue was added 10% H2SO4 in AcOH (40 mL). The mixture was stirred at ambient 
temperature for 90 min. The solution was poured into H 2 0 and the aqueous layer was extracted with 
10 CHCI3 (three times). The combined organic layer was washed with saturated aqueous NaHC0 3 and 
brine, dried over MgS0 4 , filtrated, concentrated, and purified by flash chromatography (silica gel, 9% 
EtOAc inhexane) to give (4-bromo-2-trifluoromethoxy-phenyl)-acetaldehyde (1.25 g, 30 %) as a pale 
brown oil. 

ESI MS m/e 284, M + H+; ] HNMR (200 MHz, CDC1 3 ) 5 3.75 (d, J= 1.5 Hz, 2 H), 7.16 (d, J= 8.4 
15 Hz, 1 H), 7.41-7.51 (m, 2 H), 9.74 (t, J= 1.5 Hz, 1 H). 

Step B: Synthesis of iV 2 -{c/s-4-[2-(4-bromo-2-trifluoromethoxy-phenyl)-ethylamino]- 
cyclohexyl}-iV 4 -methyI-quinoIine-2,4-diamine dihydrochloride. 

Using the procedure for the step G of example 1, the title compound was obtained. 
20 ESI MS m/e 537, M (free) + it ; 'H NMR (300 MHz, DMSO-d 5 ) 5 1 .62-2.06 (m, 8 H), 2.96 (d, J= 
4.4 Hz, 3 H), 3.04-3.39 (m, 5 H), 4.17 (brs, 1 H), 5.90 (brs, 1 H), 7.40 (t, J= 8.2 Hz, 1 H), 7.52 (d, J 
= 8.7 Hz, 1 H), 7.57-7.85 (m, 3 H), 8.20 (d, /= 8.2 Hz, 1 H), 8.26-8.47 (m, 2 H), 9.23 (brs, 2 H). 

25 Example 3 

A 5 -{cw-4-[(4-Bromo-2-trifluorometho3^-ben^l)-ainino-methyl]-cycIohexyl}-/V 4 -methyl- 
quinoline-2,4-diamine dihydrochloride 
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Step A: Synthesis of (ci$-4-hydroxymethyI-cyclohexyI)-carbamic acid tert-butyl ester. 

A suspension of a's-4-amino-cyclohexanecarboxyl ic acid (244 g, 1.70 mol) in MeOH (2.45 
L) was cooled to -8 °C . Thionyl chloride (45.0 mL, 617 mmol) was added dropwise. The resulting 
solution was stirred at ambient temperature for 4.5 hr and concentrated to give a white solid. To a 
5 suspension of the above solid in CHC1 3 (3.00 L) were added triethylamine (261 mL, 1 .87 mol) and 
(Boc) 2 0 (409 & 1.87 mol) successively. The reaction mixture was stirred at ambient temperature for 
5 hr and poured into water. The aqueous layer was extracted with CHC1 3 (three times). The combined 
organic layer was dried over MgS0 4 , filtrated, concentrated, and purified by flash chromatography 
(silica gel, CHC1 3 only to 10% MeOH in CHC1 3 ) to give a colorless oil (531 g). To a suspension 

1 0 cooled at -4 °C of lithium aluminum hydride (78.3 g, 2.06 mol) in Et 2 0 (7.9 L) was added a solution 
of the above oil (530.9 g) in Et 2 0 (5.3 L) below 0 °C. The resulting suspension was stirred at ambient 
temperature for 2 hr. The reaction mixture was cooled on an ice-bath, quenched with cold water, and 
filtrated through a pad of celite. The filtrate was dried over MgS0 4 , filtrated, and concentrated. The 
precipitate was suspended in hexane (300 mL), filtrated, washed with hexane, and dried under 

15 reduced pressure to give (cw-4-hydroxymethyl-cyclohexyl)-carbamic acid fe/-f-butyl ester (301 g, 
77%) as a white solid. 

ESIMSm/e252,M+Na + ; ! H NMR (3 00 MHz, CDC1 3 ) 51.16-1.36 (m, 2 H), 1.45 (s,9H), 1.52-1.77 
(m, 7 H), 3.51 (d, J= 6.2 Hz, 2 H), 3.75 (brs, 1 H), 4.30-4.82 (m, 1 H). 

20 Step B: Synthesis of [c/5-4-(benzyloxycarbonylamino-methyl)-cyclohexyl]-carbamic acid 
ter/-butyl ester. 

To a solution of (cw-4-hydroxymethyl-cyclohexyl)-carbamic acid tert-butyl ester (17.7 g, 
77.2 mmol) in THF (245 mL) were added triphenylphosphine (20.2 g, 77.0 mmol) and phthalimide 
(1 1 .4 g, 77.5 mmol) successively. The resulting suspension was cooled on an ice-bath and 40% 
25 diethyl azodicarboxylate in toluene (33.6 mL, 74.1 mmol) was added over 1 hr. The reaction mixture 
was stirred at ambient temperature for 2.5 days, concentrated, and purified by flash chromatography 
(silica gel, 33% EtOAc in hexane) to give a white solid. To a suspension of the above solid (27.5 g) 
in EtOH (275 mL) was added hydrazine hydrate (5.76 g, 1 1 5 mmol). The mixture was stirred at reflux 



